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PHYSICIANS' DESK flE*=ERENCE® 



FOSCAVIR® ; 

(foscarnet scrfum! Injection - 
3<mV . 



... WARNING' 

RENAL IMPAIRMENT t$ TNE^ MAJOR TOXJCCTY ,OF\ 
TOSCAVTR FREQUENT MONrFORtNQ OF^RUM CRE- 
AT1N1NE, WITH DOSE-Al^ySTMENT ^CHANGES ONI 
RENAL FUNCTION. AND ADEQUATE HYDRATION WITH 
ADMINISTRATION OF FOSCAVIR. IS IMPERATIVE (See 
ADMINISTRATION section; Hydration.) " 
SEIZURES, RELATED TO ALTERATION? IN PLASMA 
MINERAL^ AND EUCTROLYTES, HAVE BEEN ASSOC* 
ATED WITH FOSCAVIR TTCATMENT. THEREFORE, PA- 
TIENTS MUST BE CARET^liy .MbNITOR^b FOR SUCH 
CHANGES AND THEIR POTENTIAL SEQUELAE. MIN^. 
ERAL AND ELECTROLYTE SUPPLEMENTATION MAYBE 
REQUIRED. • 

FOSCAVIR . IS INDICATED FOR USE ONLY (N IMMUNO- 
COMPROMISED PATIENTS WITH CMV REDNfTIS AND 
MUCOCUTANEOUS ACYCLOVIR-RES1STANT HSV IN- 
FECTIONS. (Se« INDICATIONS section.) 



DESCRIPTION 

FOSCAVIR is the brand 1 name for fosc&rnet sc&uni. 'The 
chemical name of foscarnet sbtuiim is' phdsph^mbformic acid, 
trisodium salt. Foscarnet sodium Js a .white, crystalline 
powder containing 6 equivalents of witer df^ydratfoh with 
an empirical formula of NajjCOJPi'e H a O and a molecular 
weight of 300.1. The structural form'ula'is:'; ' - r - 1 • : " 



-o-p— c 



FOSCAVIR has the potential to chelate divalent metal ions, 
such as calcium and magnesium, to form stable coordina- 
tion compounds. FOSCAVIR INJECTION is a .sterile, iso^ 
tonic aqueous solution for intravenous administration only. 
The solution - is clear and c»16Hess^ ; Ba^ miHiUter bf 
FOSCAVIR contains 24 mg of foscarnet so^iim fcexany- 
drate in Water for lAjectiiin, USP. 'H^ 

sodium hydroxide may have" been adfded to adjust the pH of 
the solution to 7.4: FOSCAVIR INJECTION' ^nteina no 
preservatives. 1 : ' - ■' : -' "-' -[ 

BOW SUPPLIED 

FOSCAVIR (foscarnet sodium) INJECTION, 24 mg/mL for 
intravenous infusion, is supplied in glass bottles as follows: 
NDC 0186-1906-01 5W mL bottles, cases of 12 
NDC 0 186- 1905-0 1 250 mlr bottles, cases of 12 
FOSCAVIR INJECTION should; be stored at controlled 
room temperature; -15-30*C (b&^'FX'&ad should be pro- 
tected from excessive heat (above -40*0 .and from freezing. 
FOSCAVIR INJECTION should be>sed only if the bottle 
and seal are. intact, a vacuum is present, and L the solution is 
clear and colorless.' " 

Trademarks herein are the property of the AstraZeneca 
Group 

©AstraZeneca 2002 

Manufactured for: AstraZeneca LP, Wilmington, DE 19850 
By: Abbott Laboratories, North Chicago, IL 60064 
700571-12 ' . J 
Rev. 7/02 , 



LEXXEL.® ...... 

(enalapru maJeate-f etodtpioe ER) 
TABLETS C 



. USE EN PREGNANCY - ' - ' •"• '•»; ' , 

When used in pregnancy "during the second and third ' 
trimesters, ACE tohibftors- can cause injury; ahdeven' 
deattrto the deveteping fetus. 1 When pregnancy is de-- - 
tected, LEXXEL^houH be"' discontinued as soon as pos- 
sible. See WARNINGS, Fetal/Neonatal Morbidity and 
Mortality. — , '■* '?.>. 



DESCRIPTION . 

LEXXEL (enalapril msJeate-felodrpine ER) is * combination 
product, consisting of an outer, layer of enalapril maJeate 
surrounding a core tablet of an extended-release felodipine 
formulation. ■ . 

Enalapril maleate ta the maleate salt of enalapril, the ethyl 
ester of a lon^-acting angiotensiri converting enzyme inhib- 
itor, enalaprilat. Enalapril maleate is - chemically described 
as <S)-lin^U^ethoxycarbbnyl)-3-phenylpropyI)-L-alanyll- 
L-proline, (Z)-2-butenedioate salt (ltl^ ilts empirical for- 
mula is C !0 H2 a N 3 0 6 *C t H 4 O 4j and its structural formula id: 
(See chemical structure at top of next column] / 
Enalapril maleate is a white to off-white, crystalline powder 
with a molecular weight of 492.53. It is sparingly soluble in 
water, soluble in ethanol, and freely soluble in methanoL 1 
Felodipine, a calriuin channel blocker, is a rlihyaropyridine 
derivative that is chemically described as ± ethyl methyl 
4-<2i3niichbit)phenythl,4HlmydrcK2,6Hiimethyl-3,5*pyri- 




: dinedicarboxylate. Its empirical ^formula is C^^CljNOi 
and its structural "formula is: 5 '■ ■- ■'■■ ; - 




Felodipine is a slightly .yellowish, crystalline powder with a 
molecular weight of 384.26. It is insoluble in water, and' is 
freely soluble in diehloromethane and ethanol. Felodipine is 
a racemic mixture;; Iwwever, S- felodipine is the more bio- 
logically active enantiomer.- ' — • v - .;■.<' :: 
LEXXEL is available for oral use in two tablet combinations 
of enalapril maleate with felodipine as an eiteo ded-qfelease 
formulation: LEXXEL 5-2 ^containing 5 mg of enalapril 
maleate and 2.5 mg^of felodipine ER and LEXXEL>5-5; cbfc 
taming 5 mg of enalapril maleate and 5 mgof felodipine ER: 
Inactive' ingredients incli^ejipropyt g^late,- polyo«yl'40 hy- 
drogenated castor oil, c«Uulose comDound3, mctose, alumi- 
num silicate, sodium' stearyl fumarate, ' carnauba wait, and 
iron oxides. The tablets, are imprinted with an ink ?o£ syn- 
thetic r ed iron oxide UJiDCXEL 5-2:5>«rsynthetic black iron 
oxide (LEXXEL 5-5} which contains ph^maceutical glaze in 
SD-45, n-hutyl alcohol, propylene glycol,' isopfopyl alcohol, 
ammonium hydroxide, and simethicone (LEXXEL -5-2:5) 
and methyl alcohol (LEXXEL 5-5). * » h - : ■ ' 

hd% -soppLiftp ■■ \* " ■ : : ! ' c " ■ - - ■ - ty ■_■ ■ " 

NoT„ 3771-4Tanlets' LEXXEL;' 5^2.5^ are" white, "rouii^icioh T 
v^^-shape4:' film-c^ted^teblets, "coded LEXXEL 2, 5-2.5 on 
one side and n'9 markings on the other Eaeh.tabiet contains 
5 mg of enaiapriT maleate and 2.5 ing of felodipine 'asj an 
extended-release formulation. They are supplied as' follows: 
NDC 0186 0002-31 unit of use bottles of 30 (with desic- 
cants),, ■ • : .,.', - ^. ,. , ... ... . c 

No. 3661-^ Tablets. LEXXgL, 5-5 arelwBite, rrouind/biconvex; 
s ^P^^^.' r ^^^;^^^^ ^E^XEJf ,lj ^' 5r5jprv one 

side and I no-niartiings on the other. . Each" tablet contains 
5 njg of enalapril maleate and. 5 '-mg of felodipine .as an pt - 
tended-release formulation. Tiiey are. suppUed ( as follows:/. 
NDC 0186t0001-3i unit Vf use bottles of JO (with desic- 
cahts) ' " ' " ' " " -■' ' 1 ■■:*,;.'■": 1 

NDC .0 186-000 1:68 bottles of 1Q0 Xwitil desjecants) : 
Storage f ; ! : .> . • 

Store at 25*C (77*Ffe excurafoa^' r^rmittedi between: 15*C 
and 30"C (59*R and 86"F) JSee USPi Controlled Room Tem : 
peraturej. Keep container, tightly close^. Protect from mois- 
ture, and light.. Dispeose- in a tighV container,' if. product 
package is subdivided. ,„ '.^ f '.,.•,.. -, ...... 

Rev 11/03 ; -,' *. : . .'/'a-/., ^=r,:::' v'.'-U .-; ' "V - ^ ^ 

LEXXEL is a trademark of the AstraZeneca group . 
9ABtra2^neca 20^2-^03 :V: ; 'r.- fi-'r. '* ' ::•' :-... 
Manufactured for;.Astra^iteca LP v - ; 

WOmuigton, DE 1986J0; " . . . \ \ ' 
By: Merck & Co., Inc. Whitehouse Sitation, NJ 0o889,-USA 

9176508 

, ; , t , . .., • .6.20008^8 

" '.- ■■' . Roy. 11/03 

Shown in Product Identification Guide, page 305 . - . j 



NAROPIN* 

(i^vacaino HO) Irijectioo 

^oiiiy - . . • ^■■\ ; a • - ' ; • 

DESCIUP*nON. r 

Naropin* Injection contains ropivacaine HC1 which is a 
member of the - amino;amide class of local' anes^etfes. 
Naxopin Injection' is a sterile, isotonic sohition that contains 
the enantiomerically pure'drug substance, sodium chloride 
for isotonicity and Water for Injection. Sodium hydroxide 
and/or hydrochloric acid' may be used- for pH adjustment It 
is administered parenterally. : 1 ^ . . : v 

Ropivacaine HC1 is chemically described as S-(-)-l-propyl- 
2',6'-pipecoloxylidide' hydrochloride monobydrate. Tn^ drug 
substance is a white crystalline powder, with a molecular 
formula of C! 7 rt^N t O«HCl«H 2 D,' : molecular weight^of 
328.89 : and the foUowing structural formula: ' : . * 

{See chemical structure at top of next column] '■<■ ■: 

At 25*C ropivacaine HC1 has a solubility of 53:8 mg/mL "in 
water; ^distribution ratio between n^octanol and phosphate 
buffer at pH 7.4 of 14:1 and a pKa of 8.07 in 0.1 M KC1 so- 
littion. The pKa of ropivacaine is:approxknately the saitiii.as 
bupivacaine (8.1) and is similar to that of mepiyacaine (7.7). 
However, ropivacaine has an intermediate degree of lipid 
solubility compared |to bupivacaine and mepivacaine. - ' 
Naropin Injection is" preserrative-freo and is available in 
single dose containers in 2.0 (0.2%), 5.0 (0.5%), 7.5 (0175%) 
and 10.0 mg/rfiL(1.0%) concentrationa. The specific gravity 
of Naropin solutions rang& from 1.002 to 1.005 at 25'C. 



.; ; ^. ( ' •••• y ^ \'-if 




CUNICAL PHARMACQLXK7T - . > , , t s " -> . w , ^ . 
Mechanism ;<b| Action.,-, ... 1 ,;i : "■' • v 'i.;.-;jT. : • ao-x^x- >. i 
Ropivacaino. is a. member of the ammo, amide class of local 
anesthetics and is supplied as the pure S-(-)^ijantiomfir. Lo- 
cal anesthetics block the generation and the conduction of 
nerve impulse^,, presumably hy~'in rrgfl sj ng, thfi threshold^for 
electrical /excitation in the nerVe^by^slownigtb^'prjp'paga- 
tion of tfeenerye impulse, and byjKjS|Cmgvftejwte pSiify of 
the^actipn potedtiaL.Ia general, the ptogression of anestjio- 
eia is. related to .the-diameter,:.nrj^luiatioi|: and .conduction 
velocity-. of afTected nerve fiber«; Clinically, the.;Ooder of loss 
of nerve function is as foUows-iUpWi, (8).tem^rature^<^> 
touch, (4) proprioception, and (5) skeletal muscle tone. 
PHARMACOKINETICS: ,<,- : . .v : ;^'^ i. * v r. 
Absorption .t .• ■ ■ r y. \ ■{ ; ; > .- rr : - fey*. : - ; 
The systemic .concentrationrof roprvaca4n«. is dependent on 
the total dc^^d conc^ti^ticn of; d^ig a<h^^ 
route- of admrnistration, tiie patient's b^mody^ua^circulaT 
tory condition, and the vascularity of Uae}adjniinistration 
Ste-r-v"; :-, ■■ -T- -","■£*- --f.- ": ''■ ^'lA^-'v A t'«..- 
From,.the e^uraJ^pac^ 

biphasic ab^rptioniThe ha^ of the 2. nhasj^, fpiean ± 
SD) : «iej.l4 ±47,minutes.an(l 4i2 + X).9jh,.respeetiv^: 
siow;absorption is the rate limiting far±nrjin q1im inqti9n 
of ropivacaineiwhiehqexpiaina- why 4he : te^niina} ■ balf-lifojs 
longer,after.,epidural than after intrawnou^dministration. 
Ropiy^eainej shows ; dose-proportionality .o^j^to the, : highest 
intravenous dc^ studjed^fiftfCQg^ c»rresp<mding tq ^^mean 
^;SD peak plasma- concentj^.tipn^9f'i^^l0.3, -ug^nb:^ t> 
ISee. table', 1 at top of next pagfclpj; ^-t ■ --: '■ , ne i. 
In some ; patients . after a,300,,mg dose, for, br^irfUal;.pleius 
block; free plasma-concentrations, 0/ ropiinacaine; may ap^ 
proach the threshold for CNS v toxicity. (Se^JPREjCAtJ- 
TIONS.) At ^dosedf greater than 300 mg^for local infiltra- 
tion, the terminal half -fife jnay be longer (S^0 hburs).^ H . . 
Distribution -X ^ :;■ ' -: ; ; ..■ -'.'O.-'- 1 .v. *■ 

After .mtravasciilar innisiohrropiyacairie. has & steady state 
TO.ljime of distribution of 4Ji'rj: % liters. i^piyacaine-is i .94% 
■ protein bound, rnairdy to-a-eeid^giyc^ in 
totaj. 1 plasma cc^^trations durmg^contmuoo^ epidural, uv 
fusion; has- been- observed., related' to 'a:pastor>eratiye in^ 
crease, of *fi-acid glycoprotein -Varia.tip.iifl in '^mbound,; ie, 
pharmacologically active; : conce n tratio r;s have been less 
than in total plasma concentration. > Bflpivacaipe , readily 
crosses the- placenta and equilibrium ,in ; regard to^unbaund 
concentration wiH be rapidly , reached.- -(See PRECAU: 
TIONS^Labor fmd Delivery.) .,; . -, 

Metai*©!^^;/ y. ti * -f: 

Ropivacaine extensively. rnetabol.u^ 
inantiy by aromatic hydroxymtion- medial by- cy^^ 
P450,lA:to 3-bydroxy, ropivacaine^ After, a single IV dose ap- 
proximately 37% of the, total -dosej is excreted inilie.urine;as 
both free and conjugated S^hydroxy ropiyacajne.; LOFW.con- 
centrations.pf ^3-hydroxy..rop.ivacaine lmye ; been found in the 
plasma. Urinary excretion of the 4-hydroxy ropivacaine, 
and . both the 3-hydroxy N^le r Alkylated (3-pH-PPX^ead 
4-hydroxy N^e-alkylated (iOH-PTO metebolites' account 
for less than 3% of /the dose. A^ additional metab^^ 
hydroxy-methyl-ropiyacaine, Kas . beep, identified^but not 
quantified in the urine. Tne N^de^att^^lme^ 
ropivacaine (PPX) and 3^H-ropivacaine '^ t^ ^ oie- 
tab olites excreted in the urine during'epidural h^Aismn^Tbi- ■ 
tal PPX concentration in the plasma was al*ut naif 6i that 
of total ropivacaine; however, mean unbound concentrations 

PPX Was about 7 to 9 times higher than tidat of piboiind . 
rophracmne following continuous erndura^ ii^on'up \ U> .72 
hours. Unbound PPX^ ^yjdrpxy and 4 r h^oirjr ropivacaine, 
nave a priarmacological ac tivity in whitnal ' models less Chan 
Ihat of roprvacaine'.' There -uV iio' evidence '"rftn uW "racenli^ 

Elirnination 

The kitmejr is the main ^^eatcretory brgan fer most local anes- 
thetic inetabolites^ In total, 86% i'df the ^ ropivacanw ddse is 
excreted in tile urine after intr^enous admiriistratioh of 
which Only 1% relates to anchartg&d iftrug. 1 Ropivacaine bas 
a"mean : ± SD tof^ puisma'ciearanc^'of 38T ± 4 107 mt/win, 
sal, unbound pl L ~~ ^""""^"" ^ ^ 4 --■ 
nal cleaj^ance V 

lifeisl.8^ _..__._„ TT : -. 

' 1.0 h after epidural adWmstration (see* Ab^rption). 
Pharmacodynamics' * . 'V..-"' 

Studies in humans have demonstrated that, , unlike most 
other local anesthetics, the presence ibf epmephnne has no 
major effect on either the 'time of onset or the duration oif 
action of ropivacaine. Likewise; addition of epmepbjrine' to 
ropivacaine has no effect on limiting systemic absorption of 
ropivacaine. 1 ;7 ; : " ■ ' 11 vv 

Systemic absorption of local ahestKetics can produce effects 
on the central nervous and cardiovascular systems'. At -blood 
concentrations achieved with therapeutic doses, .changes in 
cardiac conduction, ■ excita b ility, refractoriness, cbnfractuity, 
and peripheral^ vascular Tesistan'ce have been reported'. 
Toxic blood concentrations depress cardiac conduction and 



Mornution wOI be superseded by supptemehts Md. subsequent editkms 
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Campath— Cont. 

Gastrointestinal System Disorders: duodenal ulcer, esoph- 
agitia, gingivitis, gastroenteritis, GI hemorrhage, hematem- 
esis, hemorrhoids, intestinal obstruction, intestinal perfora- 
tion, melena, paralytic ileus, peptic . ulcer, 
pseudomembranous colitis, colitis, pancreatitis, peritonitis! 
hyperbilirubinemia, hepatic failure, hepatocellular damage, 
hypoa lb uminemia , biliary pain 

Hearing and Vestibular Disorders: decreased hearing 
Metabolic and Nutritional Disorders: acidosis, aggravated 
diabetes mellitus, dehydration, fluid overload, hyperglyce- 
mia, hyperkalemia, hypokalemia, hypoglycemia, hyponatre- 
mia, increased alkaline phosphatase, respiratory alkalosis 
Musculoske letal System Disorders: arthritis or worsening 
arthritis, arthropathy, bone fracture, myositis, muscle atro- 
phy, muscle weakness, osteomyelitis, polymyositis 
Neoplasms: malignant lymphoma, malignant testicular 
neoplasm, prostatic cancer, plasma cell dyscrasia, secondary 
leukemia squamous cell carcinoma, transformation to ag- 
gressive lymphoma, transformation to prolymphocyte leu- 
kemia 

Platelet. Bl eeding, and Clotting Disorders: coagulation 
disorder, disseminated intravascular coagulation, hema- 
toma, pulmonary embolism, thrombocythemia 
Psychiatric Disorders: confusion, hallucinations, nervous- 
ness, abnormal thinkin g, apathy - • - - ■ 
White Cel l and RES Disorders: agranulocytosis, aplasia, 
decreased haptoglobin, lymphadenopathy, marrow depres- 
sion 

Bed Blood Cell Disorders: . hemolysis, hemolytic anemia, 
splenic infarction, splenomegaly 
Reproductive System Disorders; cervical dysplasia 
Resistance Mechanism Disorders: i abscess, bacterial infec- 
tion. Herpes zoster infection, Pneumocystis carinii infection. 



otitis media, Tuberculosis infection, viral infection 
Respirator y System Disorders: asthma, bronchitis, chronic 
obstructive pulmonary disease, hemoptysis, hypoxia, pleu- 
ral effusion pleurisy, pneumothorax, pulmonary-edema, pul- 
monary fibrosis, pulmonary infiltration, respiratory depres- 
sion, respiratory insufficiency, sinusitis, stridor, throat 
tightness 

Skin and Appendages Disorders: angi oedema, bullous 
eruption, cellulitis, purpuric rash 
Special Senses Disorders: taste loss 
Urinary S ystem Disorders: abnormal renal function, acute 
renal failure, anuria, facial edema, hematuria, toxic neph- 
ropathy ureteric obstruction, urinary retention, urinary 
tract infection 

Vascular (Extocardiac) Disorders:' cerebral hemorrhage, 
cerebrovascular disorder, deep vein thrombosis, increased 
capillary fragility, intracranial hemorrhage, phlebitis, suba- 
rachnoid hemorrhage, thrombophlebitis 
Vision Disorders: endophthalmitis 

OVERDOSAGE 

Initial doses of Campath of greater than 3 mg are not well- 
tolerated: One patient who received 80 mg as an initial dose 
by IV infusion experienced acute bronchospasm, cough, and 
shortness of breath, followed by anuria and death. A review 
of the case suggested that tumor lysis syndrome may have 
played a role. 

Single doses of Campath greater than 30 mg or a cumula- 
tive weekly dose greater than 90 mg should not be admin- 
istered as higher doses have been associated with a higher 
incidence of pancytopenia. (See BOXED WARNING and 
DOSAGE AND ADMINISTRATION.) 

There is no known specific antidote for Campath overdos- 
age. Treatment consists of drug discontinuation ancf sup- 
portive therapy. 

DOSAGE AND ADMINISTRATION 

Campath should be administered under the supervision of a 
physician experienced in the use of antineoplastic, therapy. 
Oosmg> Schedule and Administration: Campath therapy 
should be initiated at a dose of 3 mg administered as a 2 
hour IV infusion dairy. (See ADVERSE EVENTS.) When the 
Campath 3 mg daily dose is tolerated (e.g., infusion-related 
toxicities are s Grade 2), the daily dose should be escalated 



to 10 mg and continued until tolerated. When the 10 mg 
dose is tolerated- the maintenance dose of Campath 30 mg 
may be initiated. The maintenance dose of Campath is 
30 mg/day administered three times per week on alternate 
days (i.e., Monday, Wednesday, and FridayJ for up to 12 
weeks. In most patients, escalation to 30 mg can be accom- 
plished in 3-7 days. Dose escalation to the recommended 
maintenance dose of 30 mg administered three times per 
week is required. Single doses of Campath greater than 
30 mg or cumulative weekly doses of greater than 
90 mg should not be administered since higher doses are 
associated with an increased incidence of pancytopenia. 
(See BOXED WARNING J Campath should be administered 
intravenously only. The infusipn should be administered 
over a 2 hour period. DO NOT ADMINISTER AS AN INTRA 
VENOUS PUSH .OR BOLUS. 
Recommended Concomitant Medications: ■ ■ , 
Premedication should be given prior to the first dose, at 
dose escalations, and as clinically indicated. The premedi- 
eaton used in clinical studies was diphenhydramine 50 mg 
and acetaminophen 650 mg administered 30 minutes prior 
to Campath infusion. In cases where severe infusion-related 
events occur, treatment with hydrocortisone 200 mg was 
used in decreasing the infusion-related events. ;- 
Patients, should receive an ti- infective prophylaxis to mini- 
Si™ 1 " 6 risks °f *erious opportunistic infections. (See 
BOXED WARNING.) The anti-infective regimen used on 
Study 1 consisted of trimethoprun/sulfamethoxaiole DS 
twice daily (BID) three times per week and famciclovir or 
equivalent 250 .rag twice a day (BID) upon initiation of 
Campath therapy. Prophylaxis should be continued for 2 
months after, completion of Campath therapy or until the 
CD4 + count is a 200 cella/uL, whichever occur? later. 
Oose Modification and Reinitiation of Therapy:. Campath 
therapy should be discontinued during serious infection,- se- 
rious hematologic toxicity, or other serious toxicity until the 
event resolves, (See -WARNTNCS.) Campath therapy should 
be permanently discontinued if evidence of autoimmune 
anemia or thrombocytopenia appears. Table 3 includes rec- 
ommendations for dose modification for severe neutropenia 
or tbjnmbocytopenia. * , - 

[See table 3 below] 
Preparation for Adrnmistration: 

Parenteral drug products should be inspected for visible 
particulate matter and discoloration prior to administra- 
tion: If particulate matter is present or the solution is dis- 
colored, the Vial should not be used. DO NOT SHAKE AM- 
POULE PRIOR TO USE. As with all parenteral drug 
products, aseptic technique should be used during the prep- 
aration and administration of Campath. Withdraw the nec- 
essary amount of Campath from the ampoule into a syringe. 
Filter with a sterile, low-protein binding, non-fiber releas- 
ing 5 um filter prior to dilution. 

Inject into 100 mL sterile 0.9% Sodium Chloride USP or 5% 
Dextrose in Water USP. Gentry invert the bee, to mix the 
solution. Discard syringe and any unused drug product 
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FLUOARA® , 

fflu 'dir~&\ 

(fiudarabine phosphate) 
FOR INJECTION 
FOR INTRAVENOUS USE ONLY 
RxOnly . v 



Campath contains no antimicrobial preservative. Campath 
should be used within 8 hours after dilution. Campath so- 
lutions may be stored at room temperature ( 15-30 *C) or re- 
frigerated. Campath solutions should be protected from 
light. 

Incompatibilities: 

No incompatibilities between Campath and polyvinyichlo- 
ride (PVC) bags, PVC or polyethylene-lined PVC adminis- 
tration sets, or low-protein binding filters have been ob- 
served. No data are available concerning the 
incompatibility of Campath with other drug substances. 
Other drug substances should not be added or simulta 
neously infused through the same intravenous line. 
HOW SUPPLIED 

Campath (Alemtuzumab) is supplied in single-use clear 
glass ampoules containing 30 mg of Alemtuzumab in 3 mL 
of solution. Each box contains three Campath ampoules 
<NDC 50419-355-10). 

Campath should be stared at 2-8'C (36-46*F). Do not 
freeze. DISCARD IF AMPOULE HAS BEEN FROZEN. Protect 
from direct sunlight. 
Rx only. 



WARNING: FLUDARA FOR TNJEOTON shouid bs 
administered under the supervision of a qualified bh*. 
moan experienced in the use of sjitmeoplastic tfceraW 
FLUDARA FOR INJECTION can severely supp^S 
Bone mairow function. When used af high doses in dose- 
ranging- studies inpatients-' with' acute ' 'leuWemia 
FLUDARA FOR DEJECTION was abated wi* ~ 
vera neurologic effefcts, including blindness, coma, and 
death. This severe cantrai neirvoU^. system toxicity 
occurred in 36% of patients treated with doses anprmi 
mately four times greater {96 mg/m*/day" for 5-7 days) 
than the recommended dpsel^mular severe central nef- ; 
vous system toxicity has been rarely (sd.2%) reported 
inpatients treated at dosesin the range of the dose rec- 
ommended for chronic lymphocytic; leukemia. 
Instances of hfe-thratening and sometimes fatal auto- 
"amu ne hemolytic anemia ihave been reported to 'occur 
after one or more cycles of treatment ,with FL-UDA5A 
t FOR mJECTroN. Patients undergoing treatment With 
FLUDARA FOR INJECTION should be evaluated and 
closely monitored for hemolysis^ ' - 

In a clinical investigation using FLUDARA FOB 
INJECTION in combination with pentostatin (debxyco- 
formycin) for the treatment of refractory chronic Iym- : 
phocytic leukemia (CLL), there was an unacceptable 
high incidence of fatal pulmonary toxicity Therefore, 
the use of FLUDARA FOR INJECTION in combination 
with pentostatin is not recommended. 



Table 3: Pose Modification and Reiniti ation of Therapy for Hematologic Toxicity 
Hematologic Toxicity 



For first occurrence of ANC <250/uL and/or platelet count 
s25,000AiL 



For- second occurrence of ANC <250/uL and/or platelet 
count s25,000/pL 



For third occurrence of ANC <250/uL and/or platelet count 
525,000/uL • — ■ - - 



For a decrease of ANC and/or platelet count to £50«rof the 
baseline value in patients ■ initiating therapy' with' a 
baseline ANC s600/plnand/or a baseline platelet count 
s25,000/uL . r - 1 . 



Dose Modification and Remftiation of Therapy . 



Withhold Campath therapy. When ANC 2r500/pL and 
platelet count ^50,000/uL, resume Campath therapy at 
same dose. If delay between dosing is a 7 days, initiate 
therapy at Campath 3 mg and escalate to 10 mg and then 
to 30 mg as tolerated. 



Withhold Campath therapy. When ANC aSOQAiL and - 
platelet count 2=50,000AiL, resume Campath therapy at 
10 mg. If delay between dosing is £7 days, initiate therapy 
at Campath 3 mg and escalate to 10 mg on»y. 



Discontinue Campath therapy permanently. 



Withhold Campath therapy. When ANC and/or platelet 
count return to baseline value(s), resume Campath therapy. 
U the delay between dosing a 7 days, initiate therapy at 
Campath 3 mg and escalate to 10 mg and then to 30 mg as 
tolerated. . ^ . 



Information will bo tupersoded by supplements end subsequent editions 



DESCRIPTION 

FLUDARA FOR INJECTION contains fiudarabine phos- 
phate, a fluorinated nucleotide analog of the antiviral agent 
vidarabine, 9 -^D-arabmomranosyladenine (ara-A) that is 
relatively resistant to deamination by adenosine deami- 
nase. Each vial of sterile lyophilized solid cake contains 
50 mg of the active ingredient fiudarabine phosphate, 50 mg 
of mannitoL and sodium hydroxide to adjust pH.to 7.7. The 
pH range for the final product is 7.2-8.2. Reconstitution 
with 2 mL of Sterile Water for Injection USP results in « 
solution containing 25 mg/mL of fiudarabine phosphate in- 
tended for intravenous administration. 
The chemical name for fiudarabine phosphate is 9H-Puri&- 
6-amine, 2-fluoro-9-(5-0-phosphono-p-D-arabinofu7anosyi) 
<2-fiuoro-ara-AMP). ~ ... ... . 

The molecular: formula of fiudarabine phosphate is 
C l0 H 13 FN s O 7 P (MW 365.2) and the structure is: 




CLINICAL PHARMACOLOGY 

Fiudarabine phosphate is rapidly dephosphorylated to 
2-fluoro-ara-A and then phosphorylated intracellularly by 
deoxycytidine kinase to the active triphosphate, 2-fluoro- 
ara-ATP. This metabolite appears to act by inhibiting DNA 
polymerase alpha, ribonucleotide. reductase and DNA pri- 
mase, thus inhibiting DNA synthesis; The mechanism of ac- 
tion of this antimetabolite is not completely characterized 
and may be multi-faceted. 

Phase I studies in humans have demonstrated that fiudara- 
bine phosphate is rapidly converted to the active metabolite, 
2-fluoro-ara-A, within minutes after intravenous infusion. 
Consequently, clinical pharmacology studies have focused 
on 2-fluoro-ara-A pharmacokinetics. After the five daily 
doses of 25 mg 2-fluoro-ara-AM P/m* to cancer patients in- 
fused over 30 minutes, 2-fluoro-ara-A concentrations show a 
moderate accumu lation. During a 5-day treatment sched- 
ule, 2-fluoro-ara-A plasma trough levels increased by a fac- 
tor of about 2. The terminal half-life of 2-fluoro-ara-A was 
estimated as approximately 20 hours. In vittv,. plasma pro- 
tein binding of fiudarabine ranged between 19% and. 29*. 
A correlation was noted between the degree of absolute 
granulocyte count nadir, and increased area under the con- 
centration X time curve CAUC). 
Special Populations « 
Pediatric Patients 

Limited pharmacokinetic' data for FLUDARA FOB 
INJECTION are available from a published study of chil- 
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PHYSICIANS^ DESK' R€fEREh)r 



Metadate ER — Cont. 

Drug treatment is not indicated for all children with this 
syndrome. Stimulants ' are not intended far use in the child 
who exhibits symptoms secondary to environmental factors 
and/or prunary psychiatric disorders, in cl ud ing psychosis. 
Apj ^ printe ^ncaftm^ placement. is' essential and psycho^ 
social intervention 'generally necessary. When rem e di a l 
measures alone are insufficient, the decision, to. prescribe 
stimulant 'medication "wilt depend upon; the 'physician's 
assessment of the ctrbriicity and severity" of the 'child's 
symptoms. • -■" • f .-- .'-^ ■*,-,.'. 

CONTRAINDICATIONS \ ■ - ■ ; 

Marked anxiety; tension and agitation are contraindications 
to' ME^TADATE E EC' since' the.^l^' 7 may'afi^yate these 
symptoms! METATJATE .ER is opntrainld^tetf al^o; in pa- 
tie^its knownto.be hypersensitive to the^dr^!to pa^enia 
wi£b glaucoma,' and in patients wiUi mikor 'tica 'or with a 

famil y Tiintffiy rrr 'Atk gniitui 'rf TWtnfttte'w ftyndrontel ' ' 

METADATE ER W ^t^amd^t^d dur^^tx^taient with 
mdnoamjne ffridsire inhibitoT8\ : 'a^d'also^witr^ a minimum 
of 14 days following discontinuation of a monoaWne oxi- 
dase mhibitor (hypertem^ve 'crises result); '~ "'*" 

WABJWGS'^.^:.^^ i-^'-j': ;i\v. - 

METADATE EE should not be" used in children under six 
years/ Since safety^ahd efficacy in this age group have ; not 
been established. "■' :■>*..: ■.- :-:C c •">•:"■ ' 

Sufficient data ; on safety and '■ efficacy- of k> ng-term nse : of 
methylphenidate in children are not yet available. Although 
n y^usal'i ^ a'tion^i p ^^ not'hem iestehlished/sttppressidh 
of growth' (l*.- weight gain;- and/or netghtThas been reported 
with the long-term use of stimulants in children. Therefore; 
ppfapfa:'rf^mngrh*t^ii!rm therapy should' be ■carefully 
monitored. v- -' • ."* "'■ ■■ • 

METADATE ER should not be used for^severe -depression of 
either exogenous or endogenous origin. Glycol -experience 
suggests that" in psychotic* children';' admmistration of 
methylj^enidate' -may exaceihate symp^ms of beta 
disturbance and thought disorder. - '■■ = : :-^.-"<^"- ■ 
METADATE ER should not "be used fbr-.fhe ^ prevention or 
treatment of normal fatigue states. : ■ • : 
There is some clinical evidence that methylphenidate may 
lowerthe convulsive threshold in patients with- prior history 
of seizures, with prior EEC abnormalities in absence Of sei- 
zures, and, very rarely, in absence of history of seizures and 
no prior ' EEG evidence of seizures.^ Safe concomitant use of 
antkonvulsants'and METADATE ER has got'bieen estab- 
HsheiL "In the presence /of ] seizures',-' the drug' should : be 
discontinued.' ' : '* -.■■'*•" ■•" "■ '■ ■ L; - 
Use ca utiously in patients with hypertension: Blood- pres- 
sure" sliould- be 'momtored -at -appropriate intervals in all 
patients taking METADATE ER, especially those : with 
hyperten^n.---.^'- -• •'■ \ '-• -V ' 

Sjymptom. ? rtf tfi^alfdiBturbances have been encountered in 
rare cases. Difficulties with accommodation 'and blurring of 
vision have been" reported; ^ ■■ - - - - *. 

Oru$ Interactions: - METADATE ER may decrease the hy- 
potensive effect of guanethidine. Use cautiously- with. pre& 
sot agents. ■■ "■■ '■'->•" - 
Human"-;- -pharmacologic"' studies- have '''shown*' that 
methyl phenidate may inhibit the metabolism Of co'umarin 
anticoagulants, anticonvulsants <phenobarbitajt, pbCTytnin^ 
primidone}, phenylbutazone,, .and tricyclic, drugs (injiprar 
mir^.- rlom'- ^minp . -Hepipram Downward .dosage ad-: 
justments of these drugs may ;be required when given con- 
comitantly with METADATE ER. ■ y. . . , ; . - / . -, 
Sefious adyerro evenjts have been report^- hi cpnopmitont 
use with ckinidine, although no causality for. the^combinat 
tion. has _ been ; - established.. ,The : safety :ufj. using 
methylphenidate in combination with clonidine or .other 
<yrt tr ^lly AJ*in g ..fliphfl-2-agnnista has; pot been "systemati- 
cal!^ evaluated. .. v .,*• • 
Usage m Pregnancy: Adequate animaJ ; reproduction stud- 
ies -to establish saf^ use of methylphenidate during preg- 
nancy luive not bepn conducte&^erefoi^ until more infor- 
majboni is; available, -MEI^DATE ; ER. ; shouldi not. , be 
pre^crihed for woipen of cl^dbearing age .4inless, in the 
opinipn^pf the physician; the potential benefits outweigh the 
poa^lfrnska. J , -y-.S 



Drug . Dependence: METADATE® , ■ ER_. Tableta 
( iWeti^lp^mdate hy^iochloritle ■ extended-release , 
tablets^ USP) should be given cautiously to emotionally 
unstable patients, ! such as those with a history of drug 
dependence..pr aloaholism, because suck patients may < 
; increase dosage on their own initiatiye. ...... 

Chxo^i^y. abusive. use can lead to marked tolerance 
and psyctiic dependence, with varying degrees of abnor- 
mal behavior, Frank psychotic episode? ^ cafn occur, esp&;^ 
aally,,with parenteral abuse. Careful supervision is re- 
quired during drug withdrawal, since severe depression 
as well as Che effects of chronic overactivity can be un- 
maBkeA Lpng tenn fpUow-up may be required because 
of the patient + a basic personality disturbances. 



^RfiCAUTIOr^ ;: ; ' ■/ ' ; <; 
Salients with an element of agitation . may react adversely; 

discontinue' therapy if necessary. . ' , 

Periodic CBC, dinerential, and platelet f counts are advised 
during prolonged therapy.; . - . * . 



Drug treatmeat is not tndicatod in~all : cases of this behav- 
ioral syndrome and should be considered only in -Bght of the 
complete history and evaluation of the child; The decision to 
prescribe METADATE® ER Tablets ; (methylpben Mate hy- 
drochloridB extendeo^release tabletei^USPJ sWild depend 
an the physician's assessment of the chronicity am} aeyerijty 
of the chilcTSi symptoms and their^approjiinateness fair his/ 
her ajge. Prescnption should , not depend solely on the nres- 
ence of one^iir more of tJw H ^y»^ or^J rh ^ t"^^" ***^" '. " 
When these symptoms are associated' with "acute stress re- 
actions, treatment with methylphenidate is usually not in- 
dicated. ■ ;;. 
Long-term effect^ of methylphenidate in children have not 
been well established, r.;i!.,- , s. 
Ci^cfoct^enesls. Mutagenesis; tmpalrmem o* f^rtoTry: In 
a lifetime carcinogenicity study carried out in B6C3F1 mice, 
methyiphenidate caused an increase in hepatocellular ad- 
enomas and, in males only, ah. increase in hepatoblastomas, 
at. af daily dose of approximately €0 mg/kg/day. This dose 
is approximately 30 times and 2.5 times the maximum" rec- 
ommended human dose on a mg/kgj and mg/m 3 basis 
respectively. .- . .:."•'■>..- 'V-*-- ■ ■;' - . "■; . ■ • 
Hepa tobl ajst otn ri isa'retotively/rare rodent mali g n a n t tumor 
type. There was no increase in total malignant hepatic Ttu- 
mots. The mouse strain usedos sensitive to the development 
of hepatic tumors, and thie significance off these results to 
humane ig^n> kno ^g". ' ' *: - ■» ■ ' -i ■' 
Methylphenidate did not cause any increases in tumors in a 
lifetime carcinogenicity stud^ out in F344 rats; the 
highest dose used was approximately 45 mg/kg/day, which 
is approximately 22 times and 4 times the maximum recom- 
mended human dose on ting/ltg and mg/m 1 basis; respec- 
tively. ' '■' - ".' ; .v,'.*' -t - > 
Methylphenidate was not mutagenic .in ; the in vitro Ames 
reverse mutation' assay or in xhe in vitro mouse lymphoma 
cell forward- mutation assay. Sister chromatid "e x c h a n ges 
and chromosome aberrations -were incxeased/mdicatircofa 
weak clastogenic -response, in an in aitrv assay in cultured 
Chinese Hamster Ovary (CHO) cells. The genotoxic potent 
tiataf raethytphenidate has notheeh evaluated in an in oioo 
assay. - - • " : ' 

ADVERSE REACTIONS . \ m: . r '\..\ ' ^ ". 

Nervousness .and insomnia are the most common adverse 
reactions but are usually controlled by reducing dosage and 
omitting the drug in the afternoon or evening. . Other L reacT 
tiqns mclude. hypersensitivity (inchiding skin rash, "urti- 
caria, fever, arthrah^a, exfo dermatitis, erythema 
miJtiforme with histopathologicai findings of necrotizing 
vasculitis, and thrombocytopenic purpura);. anorexia;, nau- 
sea;; dizziness; pahpitations; headache; dyskinesia; drowsi : 
ness; blood pressure and pulse changes, both up and down; 
t«rby rjirHi^i; nngirm- .t-aniiiw ai^hythmia; abdominal.- pain; 
w^ighjt loss durmg^ prolonged therapy. There have been rare 
reports of Tburette's !syndrcma T^ has been re^ 
ported. Althotigh '. a denote causal relationship has not been 
estahhshed, the follow^ h^ve be^rerWted in patients 
taking this drug: instances of abnormal liver function, tang- 
ing from transaminase. elevation, to hepatic coma;, isolated 
cases of cerebral' arteritis. .^and/or oc^usion;. leukopenia 
and/or anemia^ tra^^ent depreised mood; a few mstances of 
scalp hair loss. Very '.rare; re'ports of neuroleptic malignant 
syndrome (NM£>j have been received, and, in most of these, 
patients .were : concjurentiy ; recem therapies associated 
with ; £tMS. Jn a single report; a ten yeai; old boy who had 
been taking methyinhenidate for approximately 18 months 
experienced an NM%Ukee^^t L witiu^_4^ minutes of, ingest- 
ing his first dose of veiilafaxine.- It is uncertain whether this 
case represented a drug^drug^interactibn, a. response to ei- 
tiier drug alonei.or some oti^. causa. , , . 
In children! loss of appetite;' ab^ominaj .pain, weight , loss 
during prolonged therapy, jinscmina, and techyjcardia^niay 
occur more frequentiy; however, any of the other adverse re- 
actions listed. above may also c<ccur. 
OVERDOSAGE ^■^■-.^ 
Signs and symptoms of acute overdosage,' resulting' prince 
pally from overstimulation of the central nervous system 
and from excessive 7 s^i^thomimetic effects, may Include 
the foUowing: vomiting, agitation, tremors, h^perreflexia, 
muscle twitching^ convulsions (m^ay 'be followed by coma),' 
euphoria, confusion, hallucinations, delirium, sweating^ 
flushing, headache, hyperpyrexia, tochycardta, palpitations, 
cardiac arrhythmias, hypertension, mydriasis, and dryness 
of mucous membranes. 

Consult with a Certified Poison, Control Center regarding 
treatment for up-to-date guidance and advice. . 
Treatment consists of appropriate, supportive measures: 
The patient inusft be' protected against self-injury and 
against external stimuli that would aggravate cVerstimuky 
tion already present. Gastric contents may be evacuated by 
gastric lavage. In the presence of severe intoxication, use a 
carefully titrated dosage of a short-acting barbiturate before 
performing gastric lavage. 

Other measures to detoxify the gut include a dmin i s tration 
of activated charcoal and' a cathartic.. 
Intensive, care ( must be provided to maintain adequajte cir- 
culation and' respiratory exchange; external _ coolmg'-'proce^ 
d uies may be requu^ 

Efficacy of peritoneal dialysis or extracorporeal hemodialy- 
sis for methyiphenidate overdosage has not been estab- 
lished. ; ' % ' 

DOSAGE AND ADMINISTRATION 

Dosage should be individualired according to the needs and 
responses of the patient 



Adults: Methylphenidate HydrtkMotide,' VSFlnunidtajs 
Release Tbbletsr Adniinisteriin divided doses 2 or 3'to 
daily, preferably 30 to 46 minutes before meals. Aver 
dosage is 20 to 30 mg daily. Some patients may require 4 
60 mg daily. In' othefs, : 10 to 16 mg daily wul'bfeiadeqi^ 
Patients who are unable to sleep if medication is taken. 1^ 
in the day should take the last dose before 6 p.m. 
Ex&ridek£Reletue TbA^v METADATE ER Tablets have , 
duration of action of approximately 8 hours: Therefbre, thj ; 
extended-release tablets -' may' be used in : place of 
immediate-release tablets when the .8-feour dosage of 
METADATE E^ Tablets otnTesponds to the titrated ft^J 
dosage ^f the ininie^iate-T^ease tahlets. METADiVTE Efi 
Tablets .'must ' be swaUbwed * whole ^d never crushed or 
chewed. ■> . . •• •• ■■- •: *. : j 

Children (6 years and oyer): M^ j^h^<hite hydraelJoi 
ride tablets should be initiated in small doses; - with graduai 
weekly increments. Daily dosage aboye fiu mg is not recozol 

mended, . .* '"' - -• 

If improvenient is hot observed after appropriate dosage sd. 
justment over's one-month period, the drug should be'iEti 
contwued:' : ■ *■ 1 : " ':;'.;: ' 

Methylphenidate Hydrochloride, USP Immedidte-RiUda 
Tabtets: Start with-5 mg twice daily (before toeakfast and 
lunch) with gradual mcreinents of 5 to^lfi rng^weekryT ; - 
Extended-Release lhbUts: METADATE ER Tablets have a 
duration of action of approxhnately 8 hours. Therefore, the 
extended-release - tablets may : -be ■ used .in... place of .the 
immediate-release tablets when ,the .^hour .dosage ^<rf 
METADATE ER Tablets corresponds to the titrated 'S^ioor 
dosag^ of^tiw 1 iAuneo^ate^releaie' : tebl^ M^QU2^ ?R 
Tablets must ''be s^a^o^ed whole never 'crushed or 



parad j pxi^;agEra other adverse ef- 

fects occur; reduce doaage.'or, if necessary; d^scpntinde the 
drug^ r: ; u ;. "'■ "• ;•' :\' x / 
METADATE ER should be periodically discontinued to ail 
sess the child's condition. Improvement ^may be sustained 
when the drug is either temporarily or permanentry discoa- 

Drug treatment should not arid, need not be indefinite and 
ustuuly may be 

HOW SIJPPIJED 1. , I ■ ; % "\^[ . / . ; " . ' * . 
METADATE ER Tablets (methylphenidate hydrochloride 
extended -release tablets, USP> are available as fallows: , 
10 mg: Oval, white, imcoated, unscored, debossed "56 1 MD". 
. . NDC 530.1^593-07 : .- s . Bottle of 100*s r ^ . 
20 mg:v Round, white, uncqated, - unscored^ ; d^bossed "662 
MD-, i -> ■ :• ".: 

NDC -53014:594-07 . Bettte.of lQKs ■ v, . ' 
NOTE: METADATE ER Tablets are cclorradditive free. . 
PHARMACIST) Dispense in a .tight, light-resistant con- 
tainer as' defined in the USP with a child-resistant closure. 
Store at controlled room temperature 15*t30"<6 (59'-«6^r*). 
[See. USP.J Protect from moisture. . .. 
Cefltecb Pharmaceuticals, tnc 

Rochester, NY 14623 USA . . V 

®Celltech Pharma limited. ..• 

O2602, Celltech Pharmaceuticals, Inc. . - ; 

Rev. 6702 
- , , R533A 



u^rechusolo^ sodjufo phosphate,. USP) 
Oral Solution 

i£ oruy ^..' , . ; ^.^ -. / / ; .. v: ■ 

R529 

Rev. 7/01 ; ' ; . <-\ r ''• ., :' 

DESCRIPTION ' 

PEDIAPRED (prednisolbne 'sidiumf phosphate, USP) Oral 
Solution is a dye free, colorless to light straw colored, rasp- 
berry .flavored solution. Each 5 mL <teaspmhful) of 
PEDlAr'REti contains '6.7 mg prednisolone" sodium phos- 
phate (5 mg prednisolone base) in a palatable, aqueous ve- 
hicle. 

PEDIAPRED also conteins dibasic .sodiun> phosphate, ede- 
tate disodium, niethylparaben, purified water,- sodram bi- 
ph^pTiate, soAitol^ ratiLral and artificial raspberry flavor 
Prednisolone sodhim phosphate occurs as white or slightly 
yellow,' friable grariules or powder. It is freely soluble in wa- 
ter;' soluble in methanol; slightly soluble' in alcohol and in 
chloroform; and very slightly soluble in acetone and in diax- 
anel The chemical' name (tf prednisolone sodium phosphate 
is ptegha -1;4- diehe^4J0^one4l;17-dih^ 
(phosphonooxy)-, disodium salt, (lipK The empirical for- 
mula is C^HrfNaaOaP; the molecular weight is 484.39. Its 
chemical structure is: 




Pharmacological Category: Glucocorticoid 



Motmatioirwill bistcMneded by supplement* end suhsoquont acStloro 
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•May^b^it-foninng >.■ '.- '.' i." 
~ - - — - ■"'* *6Stt-nl| 

I"' ■w~' , '^\y'. ; ' ■ 

[■ tablet of which contains 
jSjtng (WARNING: May jw luMHtomdngf 

" d(650 mg, are white, eapsuleihapeu^ 'scored 
L-ftT; on bn6 side ind ?!201" on tneiothe^ 

pplied -in, contaiaersbof MOO tablets, NBC 

^,jmtainers«f SWtebletsi.NDG <H>785-1122, 
i eartananof 100 tabled ^4 cards of 25 
>;iNDG #0785^Id22r63ir ^ , . V '> 

t IdentificationjGuid^page 312 : \ : ,i 



BTTARTRATE 



3PHEN TABLETS USR 



TON ■ ■ • *• ■ " i 

i.L0/6o#.tabUt contains:. ...'.-.._ . : ... — 
." ■ . j .--s^ori:,, ■ 

y;be-hfibit-fprming 

i$nophen -^-^ -^v- 650 nig 

"V each tablet contains the following inactive in- 
" . Jisilicbn dioxide, Icroscannellose sodium, 
e, inKTOprystalline cellulose, povidone, pregela- 
■ Stearic acid and FD&C Blue #1 Lake. 

t "complies vit^t Pissdhition Test J . ' . " " ~ t , 

^pEpUERr; j -',/Vc:-' i V-'-.V j ' 
VW650, Hydrocodone Bitartrate and Aratanumr- 
iblfta, each tablet of -which contains hydrocodone 
e' 10 ui£ -(WARNING: May; bo habft-forminfl) and 
tqpHen- 650 nig, -are . light-blue,- capsule-shaped, 
f ' tablets, debossed *UAD" on one side and "63 50". on 
r ; side, and are supplied in containers of 100 -tablets, 
5*350-01 and uv containers of 500 tablets, NDC 
0, and in containers of unit dose (4 x 25's), NDC 

^^^iinin Product Identification Guide,,jpage 31$ . „. 

.'It^.'iVi;.:: : — : : = " 
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:monurol® 

• '-mm^.on ■ . . . _ 

I'posfbmycln tromethamine) ■'• il . . ^ . J 

r^phlyov: l-v:.,-.^ • - ...I.-. 

' JpBkntPTIONf •: ■ - " ; ■ ••••• ' ... 

' ~.y|aONUBOL (fbsfbmycin tromethamine) sachet contains fos- 
.■;j|naycai tromethamine, a synthetic, broad-spectrum, bacter- 
■ i:*idal antibiotic for oral administration. It is available as a 
\ e&gle-dose sachet which contains white granules consisting 
' ; $£5,631 grams of fosfomycui' tromethamine (equivalent to 3 
.Jgrams of fosfomycLn), and the following inactive ingredients: 
- -mandarin ■ flavor, orange flavor, saccharin, and sucrose. The 
' *3bdateiAs' ; of the" sachet rilust be .dissolved ifP water. 1 Fosfomy- 
.'\mfaomethamine, a phosphonic acid derivafeve,'& available 
^flfl^)^l;24pbxypropyl)phddt)ho&ic acid, cbmpo'und 
r^/^ a^armno^^ It is 

^0;*hite granular ?<iompound 'with a mole<nrlar weight of 
•^^9.2l Its empirical formula is CaHTO^^iHnNOi* arid its 
'i^mical sfa^icture is as follows: ' - ' .-^ ' - '• ' 

■■^mi^-j.} ■ . , - ■ 

;€... .: 




^CAL PHARMACOLOGY . . ; r. ^ -y.. .,^1 

1 ; Wwwptiofl: ; . Fosfo absorbed 
; v fopowingdraiadmjnis^^ finee..aodi 
. ; ffsfinaycini Absolute OT^Hoavailability uiwkr. fasting, con- 
■gjipas U 37Sb : ^fter a single 3hgin dose of MQNURQL, the 
V;J3**4n C-^.-I/S-P) maximum, , seram , concentratiOD -(C^) 
vvj^ueved was 26.1 (± 9.1) ug/mL wg thin 2 hours. The oral 
;. -^^ailabJUty; of fosfomydn' is reduced to 30% .under, fed 
^^t«nis, FoUpwing a single 3-gm oral dose of MONUROL 
i '&Q* * ^bigVfa* meal, the mean. achieved was, 17.6 

* V : ^?^dine doe^not afife?t the pharmacokinetics of fbsfomjt 
S ^ when coadminister with MONVROL- Metoclopramide 

;!?* ere the serum concentrations and; urinary, excretion of 
£ WPmycin when,, coadnunistered; with ^ONUROL. (S^e 
^^gjKAJLmONj^fprug Jrifiracjion*) , . : . ■ , - 7 . - , 
v> ,V«tHbution: The mean apparent , steady-state . volume of 

gtribution (Vss> i 3 ®- 1 (±44:1} L foUowtog eraJ.adnunis; 
$ Jt^ion of MONUROL. Posfornycin, is not bound, tp, plasma 
sV-. RTPteias. ■ , . •. , , ; ;> ........ 

^^^^^y^* 1 * <M^t«-iljTLrt«l -to ,*J>e k±<tx&e7s. bl^ddLex* wall,pros- 
•I ^ seadrial yes^es,: ^oUowpiga'50 mg/Kg dose of fosr 
Si; *Wiycin to patients undergoing urological surgery, for blad- 



mean cmicehtration of ibsfom^cin 4n/ thd 
bladuar>':taket)t tat<<a:4istadce from the neoplastic ; sitev ■ was 
18.0 jig per gram of tissue at 3 horrrs after dosingl'FoBfomy- 
cm has been shown i^ crosA'the plaoeutal barrier maaimals 

Eicrotiod: i F^fTnyWn 'iif -i)^*t^^^m^nn^A mibb^^uFinq 
and fecesuFolWing and administration of MONUROLi-the 
nreanlbitaiibodpUeaifanbe (CL^b) andanean) renal clearance 
(CLr) of fosfomycin wereMG^ ( i-a^HThr and e.3 'fca 
L/hV, ; rjespectiveJy..T^prOTniater^ 38% .of v a,<3igrhs duse of 
MONtfliOL uvxeoeveTed 

rronrfeceg.i Following, mtraterious adminiatraiiori; ; the mean 
{BLfB and mean. OL^ of ifosfomjtcin were,6;l -(± 1.0) L/hr and 
5 : -5 (±- l,2)'-lVhr^re3peiitr/elyj.>:^ ■ ' - ; ■ ■ i i \ I : . c ■ r -. 
A: mean; urine^ fosfomycin :c«n'centratiori. of ; 706 >(± 466) 
pg/mL was attaxrieai^thin. 2^-4 hrnira aHer a single oral 
3-gm dose of MONUROL under Asting 'conditions: The 
idieau:uriaary concentrationrof fosfomycin was LQ-.ugAnL in 
sam|)Jesi»llecl^'724^:r«ourafoU6wm single oraJdose^of 
MONUROL. ^ ..t^" 

F6u^)wihpav3^gm dose «f: MONUROL admirusteBed with a 
high mtmeal, a mean unne fosfomycin coacentrataon of 537 
<± 252) pg/mL was attained within 6-^8 boms. Althongblhe 
rate of urinary, excretion., of fosfomycin was deduced , under 
fed cbnditioris, the cumulative amount , of fosfomycin exs 
creted ini the urine was' the same, llia-( ± 20 U mg {fed): vL 
1140 mg.<£23a) (festingi; Furthei; 'uiinary^ cottcentxa^ns 
equal to or greater than" 100 ng/ml>were maintained for the 
same duration, 26 he lirs; indicated that , MONUROL can be 
taken'without regard >toifoo<L J ", -y-i -'■'ino- 

Following oral administration of MONUROLji thenmean 
half-life for elimination (t w ) is 5.7 (± 2.8) hours,.. , ^ 
Special Populations: , ' . 

<^rfia^^'-%^^'4&nited dak-regjGrdliig ^ ^Jwitf^uni 
nary iir^g cbiu^nii^oris, no aififereacea wuruiary' e 



Gen&r: Ibere are nd gender diferencfe in tha^harmae<£ 
kmefics df^foafbrbycml :~ j : " r " " ' * ^ " : 1 " ' - ^ ' J - ; '" ,Tf 
Renal Insufficiency: In 5 anuric patients-undergoing hem^- 
dimysis, l th¥ t : ^ of fos^mycin' dunng' bis'moulalysis^W^ 40 
hb'urs:Tn patients with VaryingMegrees of renal-impairment 
(creatinine clearances varying finom 54 mL/miri to T mlV 
min), the t^.of fosfomvcha/ir^crieased 
hpurs.. The .percent of; fosfomycin. recovered .in urine de- 
creasc^from .32* to -ll^indicatin^.that're 
signfficahtly decreases' the excretion of fosfomycin. . 
Mcrobiptog'y.: --•■<■.•' 

Fosfoavycin , (the . ^acthre . conxpor^ent , [ of ipsfomycin 
^metfamine) hBS^'tn.vitro, activity agmn^ a broad range, of 
gram-positive and'^gram-negative aerobic micrborganisrns 
which are associated with uncomplicated urujary t^ct^iri- 
fections. Fpsfpmycin is rjacteiicid^ m urme at^ther^peutic 
doses. T^e bactericidal^ action of fosfomycin is dtie to, its . in- 
. acfiyatKfn of tr^ t eniyme -eMlpyruyyl tza^ferase.'.tlLer^bv 
irr^ers|bly.h1[ocki4^:tJhe <X)ridensaJtion of uridine. diphos- 
phate*N-acetyigiiicosamihe with"p^enoIpyruva£e, one of die ■ 
first steps in bacterial cell wall synthesis. It also reduces 
adherence of bacteria to uroepithelial oeflaV:-' - -' - • '■■ 
There is generally no cross-resistance . between L fosfomycin 
«n (I other classes of: antibacterial agents soch as ■ beta- lac- 
tams and aminoglycosides. ' - , . ^ 
Fosfomycin :has been shown. to .be -active against most 
strains of the following microorganisms, both in uitro and in 
clinical infections as described in the INDICATIONS: AND 
USAGE section: 

Aerobic gram-positive microorganisms - - • 

Enterococcus faecalis 
Aerobic gram-negative fnicroorganjsiTts , 

Escherichia coU ' . ■ 

The following in oiiro data are. available, but. their, cltnicaj 
significance rs. unknown. 



Fosfomycin exhibits in vitro minimum inhibitory concentra- 
tions (MICs) of 64 ug/mL or less against most (St 90%) 
strains of the following niicnwrgahisms; however^ the safety 
and effectiveness of fosfomycm m treaUpg clinical infections 
due to these microorganisms has not been established in ad- 
equate and well -controlled clinical trials: r . 
Aeixrf>fcgray-pcsftiyo mfcroorganisrns ■ :, 

iEn^ejrocipfieus faeaum ■ 
Aerobic gram-nogarrive microorganisms - * .{'-. 

:Gitr6bac~ter'diversus /. " :. : 

Citrobacter freundu - ■ . 

Enterobaeter aerogenes 

Klebsiella oxytoca... ........... — . . - 

Klebsiella pneumoniae >. ••. "... 
Proteus mirabilis *■ ' ■■ : s 
ProteUs l vulgdHs- 
Serr&U&'m^ircestths-' f 
SUSCCPTlBtLTrY TESTING i 



DHutioh Techniques: 

Quantitative me^ods^are used to < detei^iw mjwmum in- 
hibitory ^nMnj^tiopa (MTC's)." These MIC's provide esti- 
mates orthe : susceptibility of bacteria to' antimicrobial com- 
j«tinds^'..'. One " .such standardired . proceduVe^ .uses a 
starjjdLanh^ed agar dilution method ^ or equiyaleht ^with,staq- . 
dardized inoaili^ concentrations and standardireii concen- 
trations of fosfomycin tromethamine (in terms of fosfomycin 
base, content), powder supplemente4wi^.25_ug/mL .of glu- 
cose-6-phosphate. BROTH DOJUTION METHODS SHOULP 

not be ' Used to test suscEPTisiutY to fosfomy- 
cin. Th&J&QC valiles obtained should be interpreted accord- 
ing to the following criteria: 



MIC (ug/niL) , 
S 64 

■^128 

a ' 256' 1 ' 1 ^ ' ,:- ? 1 * J: ;ir r i*" 



. toterpr^tatibr> ~. * > V lK'&<i$R 
Susceptible (3) 
ttennediateXD > 

A rcpotti of "susceptible" iin^cates' that ' the .p^afindgaW 1 « 
Ukely- to -be inhabited by usually^achievaMe : concentraUoris 
of tite^t$ratcrobia^:cbih^ 

tWmetfiaie^iriaidate^tha't ttiect^ult^shobld^^n^aaalred 
er^vocaX andt,^^ is hotrfullyisuW^tiblfi 

ib'alteriuitive; dinicalry ;feas& 

repeated. This category provides a buffer rone th&tTprevents 
small uncontrolled technical factors from' ^Using-aiaioT^dii^ 
crepancies in interpretation. A report 'of fre^ta^^todS 
cates tb^tiusually^achievable coitcentrations of the^aAtir^ 
crobial comp«Urid4ii'the urine^re unlikely tO*e Snfcibitory 
ahd-that oth^rtherapy 'should W ^leeteS^'" " ■ t • v: ^ 

Stahdardteed; susceptibility «s« pePoeedu**s rc<un« the use^ 
of laboratory ^fl&oraucrooTganiSmi StakSdaM- fosfomycin 
tromethtfmine pOWdetc^tiould provided Ch^ following' iM^C 
values 'toti agar dikitiohvteitib^ tfe ; medm. i^nt^iriirig 
. 25 pg/mL/ or^ghnxtse^fph^p1iaie^Blp0^' OTCffibn "testihg . 
^hould-^-lH ^ ffw fW ' iW ildt? *i?<>h Xitaii ? "- -Jird 



Eschvtichiafi^ 'AlSQB 25412^1 ax lioHW-Vv *&'?i&&$r.h<' ., 
Pseudohvonas aen^a6^^T€3tS^iS53 rj' V > : - ; ;h ai t Zr&it-:- tfi; 
Staphytca^ aaj^ : i : . \ ■ s HhSU'V B an- 

i^d '•'*. ^ S" s?' y •■ ~. s'" .\ -J* '■ .* J . i i.5 ' ■ u si' I ii&'i 

— ■ Sfbo'ii-:''"'*; aijriT -?/:n,:ac>i 'n§m 

* that require measu^eme^of zone 



m,technii 
Quantitative mei 



ameters also provide reproducible estunatesj 
tibihty of. bacteria^to antirnicrtbial a|geats/One ^uqh sJa4 T 

inoculurn con<^ntrabAn^ Thig procedure ^usea paper^d^a 

■ e^pbospbate^^te^^.susc^ 

Reports ' noin' the' laboratory 'pnrVidi^fre^Sjt^ .qf^t^^stanr; 
dard single-disk susceptibility test ' with* disks ^ntmnin^ 
200 Pg of fosfom'ycin and c 50, ug. of glucose^ph^ospriate 
should baljDt^ratoo^^ 

■ Zone Diameter (mm) . .- Interpretation v^:^.:..;- 

&'16-.- - - : " ■> SUsciptiblfi^S)' V:;^*.; 

13-^15 ■ ' - " J • ; v ■' f -Ihffirrnediate (I)- -*i 7-* ;^^ 
^12 '. '-v- -w- -.--vorTRes^uit^Rju-a -d-J's.^/* :.^:-t. 
i" .■■■'■j : tf,.-i srj/.L ■* Jo;h- i -:.i i.'^-iGqys-'j-ji'i «'-..' .:-:::.-}^ 
Interpretation^ should be seated as. above ^To>- rjeau^lter using 
dilution -^schniques. Interpretation inygl^es . correla^iQn,- <of 
^ie diaip^ i^bta^ne^ fori fos? 

fomy^b 'tc -."il v. an .s,u;. ■ rJ ari> 

As:-with s^ar^d^dized, .dilutipn ; technjflues, diffosion methods 
require use of laboratory control .micronr^njs m s that^are 
used to control the technical aspe^te of the Uteratory. pro- 
cedures. For the diffusion technique*,' the-2O0^j^ ; fo^onry(5fi 
disk with the 50-pg of glucose-6-phosphate should fff&n&e 
the following' zone "diiameteH- in tbSse- laboratory quality 
eontroi'ttrtifes.' ' • * ^ ■ ^''i-o^ 

Microorganism Zone Diameter (mm) 

Escherichia coli ATGC 259^2 «f«*3v3 w."*v*iflj8J30-- % »'i ^' 
Staphylococcus aureus- ATCC 25923 ^ I -aiii:".25-^S*ii.-'mo3 

INDIGATI ? ONS AND ^SAGE*' ' ; -^vf" [ * <s^vj 
M0NUJ«)L is) ifidi^ted olfflSr for the! tre^jfipe^t ojf uiiianiSpti- 
cated uxinary ^c^lniectidnff <acute cystitis')'in Women due 
to susceptible^jprtil^ns of Escherichia coli and Enterococcus 
faecalis. MONUROL if? not indicated for the treatment of 
pyelp^ephntis'bVper^^ iUjsce$s*." ' "■ ) *~*. '. . 'I 
If persistence or reaprjearahce_of bactenuria . occjirs aft^r 
treatment fwith. M0N^JR^)L", other therjapeutic" agents 
should be selectexLJSee PB£0AUTIONS c and CLIOTCAL 
STUDD3S ^sectiorL) "~T"." "~;T~"'- "' " : . ■'. 

CONTTRAINDICATIONS ~- 1~ -! - -*"'•'."• 

MONUROL is conVainiiicated' in patients with! known hy- 

perse^teltivity to the drug. ; 

PR^AUTIONS'' ^ I 

General TV ! , 

Do not use biore. than one single, dose of MONX^pL tqltMseit 
a single episode of acute cystitis. Repeated daily ido^es. of 
MONUROL did not improve the clinical success; or microbi- 
olbgical eradication "nife^nipared to single 'dose therapy; 
but did increase the incidence of adverse events. 

WtUT sjf^ciffiens* ror'cOtt&fe afid >\lsqeptiBility7testihg 
s^uliltf be 'obtained before add after! completion of therapy. 

WcWiation for Patients / I ' ' Ji : " 
Patients should Be Informed: " " ' " 

• Tpat MONUROL (fosfomycin tromethamine) can be taken 

with or without'Yood. ; 
> That tijejr symptoms should improve in two~tb tiiree "days 
after taking ^ MONUROL; if iot improved, tne patient 
should^contact ^pi; health care provider.- ,.. 
Drug Ihteiactibns ;' 
Meto^prarnj^eyi JtWiea coadministered With MONUROL, 
metoclOpiamidte;, ( a, drug which increases gastrointestinal 
motility, towers 'the > serum concentration ind u^^.excre^ 
tion of fosfomycin.' Other drugs that increase ' gastiomtes|i : 

nal .ipotility may produce similar effects. ; '7. 

Cirnetidihe: ^unetidina does not affect the pharmacokinet- 
ics of fosfomycin when coadministered with MONUROL 

Continued on next page 
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PRODUCT INFORMATION 



ftfcer antiretroviral agents Car periods of 10 day* to 200 
^eeks in Phase I-II1 clinical trials. 

jUsessment of adverse reactions is based on data from stud- 
ies 30 1A and 303 in which 571 treatment naive <301A) and 
440 treatment experienced "(303) patients received 
pjTRrV'A 200 mg (n=580) or comparator drug (n=431) for 
49 weeks. 

■rfca most common adverse events that occurred in patients 
rtctrring EMTRTVA with other ajitireUtrviral ijenU in clin- 
ical trials were headache, diarrhea, nausea, and rash, which 
wfrt generally of mild to moderate seventy. Approximately 
1* of patients discontinued participation in the dinicaJ' 
godie* due to these events Alt adverse events were re- 
ported with similar frequency in EMTRIVA and control 
uettownt croups with the exception of sfcin discoloration 
^tiicb reported with higher frequency in the EMTRTVA 
treated group. ■ ; 

Skin discoloration, manifested by hyperpigmentstion on the 
palms and/or soles was generally mild and asyraptomatic. 
The mechanism and dinicaJ significance are unknown. 
A summary of EMTRTVA treatment emergent clinical sid- 
vrrtt events in studies 30 LA and 303 is provided in Table 6 
below. 

[See table 6 on previous page] 
laboratory Abnormalities: 

Laboratory abnormalities in these studies occurred with 

juailar frequency in the EMTRTVA and comparator groups. 

A summary of Grade 3 and 4 laboratory abnormalities is 

provided in Table 7 below. 

pee table 7 on previous page] - - 

OVERDOSAGE 

There is no known antidote for EMTRIVA. Limited clinical 
experience is available at doses higher than the therapeutic 
oose of EMTRTVA. In one dinicaJ pharmacology study single, 
doses of emtricitahine 1200 mg were administered to 11 pa- 
tients. No severe adverse reactions were reported, 
the effects of higher doses are not known. If overdose occurs 
the patient should be monitored lor signs of toxicity, and 
standard supportive treatment applied as necessary. 
Hemodialysis treatment removes approximately 30* of the 
eatricitabine dose over a 3-hour dialysis period .starting 
within 1 .5 hours of cmtricitabine dosing (blood flow rate of 
400 ml/min and a dialysate flow rate of 600 mL/min). It is 
set known whether cmtricitabine can be removed by peri- 
toneal dialysis. 

DOSAGE AND ADMINISTRATION 

for adults 16 years of age and older, the dose of EMTRIVA 
K 200 once daily taken orally with or without food. 
Dos* Adjustment in Patients with Renal Impairment: 
Sigaificantly increased drug exposures were seen when 
EMTRIVA was administered to patients with renal impair- 
ment. Isee CLINICAL PHARMACOLOGY: Special Popu- 
lations). Therefore, the dosing interval of EMTRTVA should 
be adjusted in patients with baseline creatinine clearance 
< 50 ml/rain using the following guidelines (see Table 8). 
Th* safety and effectiveness of these dosing interval adjust- 
ment guidelines have not been clinically evaluated. There- 
few, clinical response to treatment and renal function 
■bmld be closely monitored in these patients. 

• 0W table 8 on previous page] 
. ROW SUPPLIED 

■' EMTRIVA is available as. capsules. EMTRTVA capsules, 
lOOcag, are size 1 hard gelatin capsules with a blue cap and 
: body, printed with *200 m£" in black on the cap and 
: SOLEAIr" tod the corporate logo in black no the body. 

* 2s? *™ P ack - a e«l in bottles of 30 capsules (NDC 619SS- 
\ a?***' induction sealed child-resistant closures. 

■-, Sera at 25 *C (77 Tr* excursions permitted to IS *C-30 *C 
i J™^ 46 * R I** USP Controlled Room Temperature). 
n P«TRIVa b manufactured for Gilead Sciences, Inc. Foster 

;^CASt404. 

: *JrW03 

JJJJVA"* is a trademark of Gilead Sciences. Inc. 
■Jj^Gitead Science Inc. 

.fern 

in Product Identification Guide, page 313 
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"^a? ACUTE EXACERBATIONS OF HEPATITIS 
l!?** REPORTCO IN PATIENTS WHO HAVE 
"TINueo ANTI-HEPATITIS B THERAPY; IN- 
™EftAPY WITH. HEPSERA HEPATIC 
» SHOULD . BE MONITORED CLOSELY IN 
J DISCONTINUE ANTI-HEPATITIS B 
±» APPROPRIATE. RESUMPTION OF ANTI- 
T° THERAPY MAY BE WARRANTED (SEE 

>, ^?}f^ rs AT RISK- OF OR HAVING UISIDERLY- 
oV^^SHiWCTIOr*, CHRONIC AOMlNlSTRA- 
TtHE^'^RA MAY RESULT IN NEPHROTOXIC- 
Y in lENTS SHOULD BE MONITORED 
*rJI? R RENAL FUNCTION AND MAY RE- 
T^AJSTMENT (SEE WARNINGS AND 
AND ADMINISTRATION). 



Table 1. Pha^n^cofcnetic P *r awrte W IMoairi SO] of Aiiefovir in Patients with Varying Degre^xd Rsnal Ftjrns^k^ 



Renal t^incxion Group 



■ Baseline Creatinine 1 2 £ 
Clearance (mL/ininV': 



■ C m „ <ng/rkL) 



'AUC ^ (ng-h/mL) 



■ CL/F (miyrnin) 



f^I ■, mt} (mL/min) 



Unimpaired 



> 80 
(n' = 7) 



17 JBk I 3.22 



469 'I 99.0 ■ 



231 ±48.9 



Mtld 



50 ^ 80 : 
<n 'a 8i 



22.4 ♦ 4.04 v. , 



■ 266 ± 55.7,, . .. 



-■e.-.-:ase 1 s&£:s'' : 



Moderate 



<n - .7) 

^,28^ i,8^.-. 



. 455 ± 176. 



Severe 



■ »»«f lOr+as ..... ■ 



5L6 * 10.3- 



74 ^1240 *.. 629 ; 



'$i-7 ± 51,3; 



3. HfV RESISTANCE MAY EMERGE IN CHRONIC HEP- 
ATOTS B PATIENTS WITH UNRECOGNISED OR UN- 
TREATED, HUMAN; 4MMUNODEFK^NCY!YUlUS 
IHfVi INFECTION TREATED WfTH Ar4TI-HEpA7TnS B 
THERAPIES. SUCH AS THERAPY WITH 4CEPSERA.— 
THAT -MAY HAVE ACTIVITY AGAINST HJV 4 SEE 
WARNINGS}. " ■- •« ■ ■ V -'v- •■ - ' 

-4: LACTIC 'ACIDOStS AND SEVERE HEPATOMEGALY 
WITH STEATOSIS, INCLUDING 'FATAL CASES. HAVE 
BEEN REPORTED WITH THE USE OF NUCLEOSIDE 

; ANALOGS ALONE OR IN COMBINATION WITH 
OTHER 'ANTIRETRO VIRALS (SEE WARNINGS). 



DESCRIPTION ,. ^ . / ; : . 

. HEPSERAis the tradename for adefovir dipK-oxil, a dicstcr 

prodrug of adcibvir. Adefovir is an acyclic nucleotide analog 

with activity against human hepatitis B virus (HpVJ. . 

The chemical name of adefovir dipiyaxil is &- J2- (bis[(pivaloy- 
: losrimeth|^|phc«pliiByIlmetboxyjethv^ It. has a 

moteculaK formula- of C 10 Hj 2 N s O 1 P, -« molecular weight of 
' 501.48 and the following structural formula: 




^Adefovir dipfrpxil is a white to. off-white crystalline powder 
with an aqueous solubility of 19 mgAnL at i pH i 2.Q and 
0.4 mg/mL at pH 7.2. It has an octaiioVaqueaiii'ji&osphate 

' buffer (pH 7) partition coefficient (log p) of 1j91. . . . 
HEPSERA tablets are for oral admKus^tfon/E^^ tablet 
contains 10 mg of ade&yir dipivcaol and the following inac- 
tive ingredients: crescarmellose sodium,, lactose monohy- 

. dr ate. magnesium stearate, prejdatinixed j>tArch . and talc 
W Kcrobiology - 

■ Macnanfsm of- Action: — ; • ■ 

Adefovir is air acyclic nucleotide' analog of odenos ine iaoao- 
phosphate. Adefovir is phosphoryiated to the active metab- 
olite, adefovir diphosphate, by cellular kinases. Adefgvir 
diphoephate inhibits HBV DNA polymerase (reverse tran- 
sctptase) by competing with the natural substrate deaxyad* 
eno£tn£-triphosphate and. by causing .DNA chain termina- 
tion after its incorporation into viral DNA. The inhibition 
constant /Kil for adefovir diphosphate for HBV DAN poly- 
merase -was 0.1 nM. Adefovir diphosph»^ is a weak inhibi- 
tor of human- D^A-porymerases-a- and f with K, values-of 
1.18 uM and 0.97 pM. respectively.. , 

AtttnmH Acthfitr - 

The in viiro antiviral activity of adefovir was determined in 
HBV transfected human hepatoma cell lines. The concen- 
tration of adefovir that inhibited b&h of viral DNAsynthe- 

sis (ICioJ varied from 02 to2J uM. . ..... 

Drug Re sc ttancer 

43inscal Studaes 437 A 038 . . , 
Genotypic and phenotypic analyses of serum HBV DNA 
from adefovir dipivnxil (10 mg or 30 mg) treated HBeAg- 
positive patient (n =^ 215; study 437) and HBeAg. negp rive 
patient* (n.=f 56; study -438) at baseline and week 48 did not 
jdenti^;jputation*>in .th« HBViPN.A" polymerase gene that 
i&ay fconfer ■ reduced susceptibili ty Jo j^dejovir. An. ut^con- 
firipediiiicjsase^if t 1 log u copiea/mL in «rwn HBV DNA 
Was-«bs«rvedJn s«me:pa.l^^Tbe rnolecttlar; basis and/or 
the dinicaP, significance: for the observed unconfirmed, in- 
creasea are not known. • " : . .-<■..-.•. ., ; ■ , 

Ooss -fcshrtMnco: . 

Recombinant- HBV- variants -containing tamiviulinerresrs- 
tanoe.ansorfated mutations (L528M. M552I, M552V, L528M 
.+ MS52V) in the HBV DNA polymerase gene were suscep- 
tible.- to. adefovir in vitro; Adefovir has also demonstrated 
■anttHBV activity (medilui reduction in. scrum HBV DNA of 
4.3 log 10 copiesAnL) against cUnical isolates of HBV contain- 
ing lamiTudine- resistance-associated mutations f; ( study 
435). HBV variants with DNA .polymerase mutations 
T476N and R or W501Q associated witi rresistance; to 'hep- 
atitis B immunoglobulin were susceptible to adefovir in vi- 
tro. ' : ■ - ■ * ; - ! • • •■ - ■' 

CLINICAL PHARMACOLOGY 

Pharmacokinetics : 

The pnarmacotineties of adefovir have been evaluated in 
healthy volunteers and patients with chronic hepatitis B. 
Adefovir pharmacokinetics are" «imitar between these popu- 

lationa;--' <:-r,-.. 



Adefovir dipivoxit'is a oiester'prodr^ I P C ^P 
adefovir. Based on a cross study comparison, ine'" spproxi- 
mate oral bioavailability of adefow^fnim' a. CO mg.siriele 
dose of IffiESERAfi v9» f - . - -f. 

Following oral ad^inista^it^tf : a.,>0. rng sn^e dose, of 
HEPSS^Ato ehrpnic, bepiftiiu B/pjatienfe (p_ = .l^'the.peak 
s^e^q^r.„»asin«L ^pncentra^pzV- (C«J< «r|us - 18.4 , .± 
6^ ngrtnt (mean * ^ffl and, occ W r^Sn»etween 0^58. and 
4.TO ho^^ime^an ^^'Ap^Jiwi* dose;' ade/oVir 
*re» ui»d^ the.'plijsma^m^ tnm 'UMC^ 

was 220 i^O.O pg'Vjr^jTa^ 

^rHtTr^-l in .-ifrrj'yrff^^'H''^?"!*^')"^* «-terinmal elilpii- 

nstion hsJf-Gte 'of 7.48,^^JB5 .hwip^, ; \\ . V ; .' ' . ' 

The pharinacokinedcs'of adefovnr p s^je^.wi& adequa^te 

renal function were not afl^cted oy t on^' dii^ d 

10 mg HEPSERA over/iiovcn dnya. The impa&V^£-terr? 

oac« J daay:adininis*rar^ oo adefovir 

pU^T ^r^w;^ ^ tUiit vJMi i Wi^l o rted V^" r : ; • A - *r •- 

Adefbv^ exposure v^'nluLfieciea V&en a & iafc tm^'dose 
of HEPSERA was iwfri^^ ^ ej T ir t l i t' food (an'apprraimatcjy 
1000 fccal high-&t n^): HEPSERA may be taken -without 
regard to food:-' : ,? 'J. !r .- iz H ■ ■ ' ■ 

DbtiOuOon: " ,r / '," !: """ " '\" 
In'mtn hii]iduig.''of "adefovir ^'brjinan plasma *<6t human 
serum proteu^s.fs' * -4* 1 over tn*f : »defoWr ' coicsntration 
range of 0.1 to 2S .pg/hiL. The violiinie of distribution ; at 
ste^^te'^liovim^mhfavenoojt admimstritio^of'i.O-or 
3.0 ing/kg/day is 392 i 75 and 352 i 9 mLA^. f^specfivety. 
Metabeloni and Bmtinstbui: ' - 

FoHowing oral adininistration; adefovir dipivotSI is rapidly 
converted to adeTow."' Forty-five percent of the' dose is' recov- 
ered as- adefovir in the urine over 24 hours" at steady -state 
foflowing 10 mg oral doses of" HEPSERA.' Adefovir is renally 
excreted by a cohsbtnation of ^otnenslar filtnrtion and ac- 
tive tebalar cectetiop (See Drttg 4nt e Jac 6bos|. 
Specsaf Pipt^tHein*!'-'- ''• ;V"- * •'• - v - - *• 
'Gender.^ ''••■■■'-■'*' '" : - i :- ; v- 
The pharmacokinetics of adefovir were srtnila^in male and 

frmail fttpiltlftlirff '"■ r -i ^:.-' - - "'3 . 

«»*••- •» ' <• ■ ' '" •*'■' - >**\ z - : l 

Insufficient data are available to determine the effect of race 
on the pharnutcofcinetics of adefovir - j ■ 

PediatManilG^tnc Patients , .!■.[., 
r^wmatcokinetic studies have not been conducted in chil- 
dren or in the elderly. - :fj); 
Renal tmpairmem. .....^ . - 

in Mbjec&'jwitb., mo^ratefy or' a^vere^.impjured . renal 
f^ct^ or w^' end^d^ 

bemodjsiYs'is,'CL".-."AUfi s^ b'aifrife (T^'w^.inCTeasea 
compared to subjects 'mth normal renal runcticnl' U is'rec-. 
ommeoded that the dosing interval of ^ ttEPSERA be mooi- 
ned m these patiei^ tSeo DOSA^ 

tionl- : ;v' : : "".v iV ;-.: Y 

The phariniooSJiielics of adefovir rri i^m^ch^mk hepatitis B 
patients wxti^ vaTyin^ degrees o/ ren^) Im^axrnkent are de- 
seribed m table' I^'m ^-jtiidy, aiib|ecti received a 10 mg 
"single dose-of HEPSERA. : * . ••-.-';: .t. ■ ■ 

(See table 1 above], _ . V.^' 

A four-hour period of^mod^ys^'removeVl £pproximatery 
'35% of the adefovir dose: TrWeffect of perHoiieal dialysis' on 
stdefoyv. ierrwvanias i r^ 
"HepMiefvAp^itnefil ■ T ' r * 
Tne phannacokmeti« ;bf adetova\Joftb^rmg sr'lO mg'/singie 
'dose cf HEPSERA .have been ' studied tn nob Tronic 
1itp«titu B.p«t^ta : wUh h^ti«~bapaMfmehL : There ^wieVe 
no subctantial tdt ef a ti ons m\ adefovir pbar^iacok^tjc^ in 
patients with moderate and ; seVere : hcpaUc';i mpair mcnt 
cmpVed to unimpaired p4tients. J*o cbian^e' in HEPSERA 
dosing' is required m'patienhi with hepa^inipairiDeiit. ' 
Drte'b$eim&mK-y\ -\ \ ^^V* V-' ■ ; -" 

/Adefov^ dijpTvaxfl is rapidly' converted to adefbvjx in wiwo. At 
concentraiions substatatially higher "(> 4000* Told J' than 
those observed in 'bivo, adefovir did no! inhibit any of the 
human CYP450 entymes, CYP1A2,'* CYP2C9, 
CTfP2CJ9. CTP2I^..a f id J ptT3A4. Adofov^.^nvi-a.sub- 
strate 'for 'these riwiwr, thi . potentiai 'for 

adefovir Jo induce CYP450 enryjjie^' is! unknown. Based on 
the. results of these in fitra experiments and the renal elim- 
ination pathway of adefovir, the potential, for, CYP450,ine- 
diatod interactions mvohang adefovir as an inhibitor or sub- 
strate w#h other me<licirul products is low. 
The pharmacokinetics of adetbvir-hsve_been evaluated fol- 
lowing multiple dose administration of HEPSERA ( 10 tng 
once, daily) in combination with laxoivudine (10p:mg-onoe 
daily); tnmethoprim/suluunethoxazole (160/800 eng. twice 

- - • Continuo<f on-rrext /xa^e 
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PRODUCT INFORMATION 



. The usual dose of TRUVADA is 1 tablet once a day. 
TRUVADA is always used with other anti-HTV medicines. 
If you have kidney problems, you may need to take 
TRUVADA less often. - 

TRUVADA may be taken with or without a meal. Food 

* Joes not affect how TRUVADA works. Take TRUVADA at 
the same time each day. 

. if you forget to take TRUVADA, take it as soon as you 
renoember that day. Do not take more than 1 dose of 
TRUVADA in a day. Do not take 2 doses at the same time. 
Call your healthcare provider or pharmacist if you are not 
sure what to do. It is important that you do not miss any 
doses of TRUVADA or your anti-HIV medicines. 

. When your TRUVADA supply starts to run low, get more 
from your healthcare provider or pharmacy. This is very 
important because the amount of virus in your blood may 
increase if the medicine is stopped for even a short time. 
The virus may develop resistance to TRUVADA and be- 
come harder to treat. 

» Do not change your dose or stop taking TRUVADA with- 
out first talking with your healthcare provider. Stay un- 
der a healthcare provider's care when taking TRUVADA. 

. If you take too much TRUVADA, call your local poison 
control center or emergency room right away. 

What should I avoid while taking TRUVADA? 

. Do not breast-feed. See "What should I tell my healthcare 
provider before taking TRUVADAr 

• Avoid doing things that can spread HIV infection since 
TRUVADA does not stop you from passing the HIV infec- 
tion to others. 

• Do not share needles or other injection equipment. 

. Do not share personal items that can have blood or 
body fluids on them, like toothbrushes or razor blades. 

♦ Do not have any kind of sex without protection. Al- 
ways practice safer sex by using a latex or poh/urethane 
condom or other barrier to reduce the chance of sexual 
contact with semen, vaginal secretions, or blood. 

• COMBIVIR, EMTRIVA, EPIV1R, EPWIR-HBV, 
EPZ1C0M, TRIZTVTR or VI READ. 

TRUVADA should not be used with these medicines. 
What are the possible side effects of TRUVADA? 
TRUVADA may cause the following serious side effects (see 
•What is the most important information I should know 
about TRUVADA?"): 

• lactic acidosis (buildup of an acid in the Wood). Lactic ac- 
idosis can be a medical emergency and may need to be 
treated in the hospital. Call your doctor right away if you 
9*1 signs of lactic acidosis. (See "What is the most impor- 
tant information I should know about TRUVADA?") 

• Strious liver problems Ihepatotoxtcrty), with liver en- 
largement (hepatomegaly) and fat in the liver (steatosis). 
Call your healthcare provider right away if you get any 
signs of liver problems. (See "What is the most important 
information I should know about TRUVADA?") 

• *Rare-ups" of Hepatitis B Vims infection, in which the 
. disease suddenly returns in a worse .way than before, can 

occur if you stop taking TRUVADA. Your healthcare pro- 
vider will monitor your condition for several months after 
stopping TRUVADA if you have both HTV and HBV infec- 
tion. TRUVADA is not for the treatment of Hepatitis B 
. Virus infection. 
[' Kidney problems If you have had kidney problems in the 
i; past or take other medicines that can cause kidney prob- 
■.. terns, your healthcare provider should do regular blood 
^ - tests to check your kidneys. 

'••Changes in bone mineral density {thinning bones) It is 
not known whether long-term use of TRUVADA will cause 
r ; damage to your bones. If you have had bone problems in 
y" tae past, your healthcare provider may need to do tests to 
£ check your bone mineral density or may prescribe medi- 
n*" 168 to help yoaT k° ne mineral density. 
Other side effects with TRUVADA when used with other 
.Jati-HTV medicines include: 

• Ranges in body fat have been seen in some patients tak- 
ing TRUVADA and other anti-HTV medicines. These 
iS ""^ includ e increased amount of fat in the upper 

■i. tack and neck ("buffalo hump"), breast, and around the 
mtm Part of your body (trunk). Loss of fat from the legs, 
ffna *nd face may also happen. The cause and long term 
tealth effect of these conditions are not known at this 

J 0051 co . mmon side effects of EMTRIVA or VIREAD 
tt> ed with other anti-HTV medicines are: dizxiness, di- 
nausea, vomiting, headache, rash, and gas. Skin 
Hry^ 00 (small spots or freckles) may also happen with 



«* all the side effects of TRUVADA. This list of 
tSm nT lth TOUVADA is not complete at this time be- 
• ^VADAis still being studied. If you have questions 
„"* effects, ask your healthcare provider. Report any 
__ Wn »nuing svmntnTTii to vout healthcare Drovider 



'^a» gnt v Uine s y m P tom3 to your healthcare provider 
jam? i hej »lthcare provider may be able to help 
these side effects. 
'^•TRUVADA? 
; JJ A0A ttnd an other medicines out of reach of 

^tSjv^ 81 room tem P €rature 77 * F (25 * C) - 
- in ita original container and keep the 

^7^eh% closed. 

ehiU^ you throw any medicines away make sure 
will not find them. 



'General imWriation aboui^TRUVADA: 

Medicines are sometimes prescribed for conditions that are 
not mentioned in patient information leaflets." Do not use 
TRUVADA for a condition for which it was not prescribed. 
Do not give TRUVADA to other people, even if they, have the 
same symptoms you have. It may harm them.. • ; 
This leaflet summarizes the most important information 
about TRUVADA. If you would like more information, talk 
with your healthcare provider. You can ask your healthcare 
provider or pharmacist for information about TRUVADA 
that is written for health professionals. For more informa- 
tion, you may also call 1-800-GILEAD-5 or access the 
TRUVADA website at www.TRUVADA.com. 
Do not use TRUVADA' if seal over bottle opening is broken 
or -missing. . , , ... 

What are the ingredients of TRUVADA? 
Active Ingredients: v emtricitabine and tenofoyir DF 
Inactive Ingredients: Croscarmellose sodium, lactose 
monohydrate, magnesium stearate, microcTystalline cellu- 
lose, and pregelatinized starch (gluten free). Hie tablets. are 
coated with Opadry II Blue Y-30- 10701 containing FD&C 
Blue #2 aluminum lake,^ hypromellose, lactose monohy- 
drate, titanium dioxide andtriacetin. 
T£Onry 

August 2004 , , , 

EMTRTVA, TRUVADA, and VIREAD are trademarks of Gil- 
ead Sciences, Inc. KEYATAZ and VTDEX are trademarks of 
Bristol-Myers Squibb. KALETRA is a trademark of Abbott 
Laboratories. COMBIVIR, EPTVTR, EPTVIR-HBV, EPZI- 
COM, and TRIZTVTR are trademarks of GtoxoSmith K line. 
©2004 Gilead Sciences, Inc. 

Shown in Product Identification Guide, page 313 



VIREAD® 

{VEER-ee-aift 

jtenofovir disoproxi! fumarate) Tablets 
Rx Only . ■'■ .... 



. WARNING 

LACTIC ACIDOSIS AND. SEVERE HEPATOMEGALY 
WITH STEATOSIS, INCLUDING FATAL CASES, HAVE 
BEEN REPORTED WITH THE USE OF NUCLEOSIDE 
ANALOGS ALONE OR IN COMBINATION WITH OTHER 
ANTIRETROVTRALS (SEE WARNINGS*. 
VIREAD® IS NOT INDICATED FOR THE TREATMENT OF 
CHRONIC HEPATITIS B VIRUS (HBV) INFECTION AND 
THE SAFETY AND EFFICACY OF VIREAD HAVE NOT 
BEEN ESTABLISHED IN PATIENTS CO-INFECTED WITH 
HBV AND HIV. SEVERE ACUTE EXACERBATIONS OF 
HEPATITIS B HAVE BEEN REPORTED IN PATIENTS WHO 
ARE CO-INFECTED WITH HBV AND HTV AND HAVE DIS- 
CONTINUED VIREAD. HEPATIC FUNCTION SHOULD BE 
MONITORED CLOSELY WITH BOTH CLINICAL AND 
LABORATORY FOLLOW-UP FOR AT LEAST SEVERAL 
MONTHS IN PATIENTS WHO DISCONTINUE VIREAD 
AND ARE CO-INFECTED WITH HBV AND HTV. IF APPRO- 
PRIATE. INITIATION OF ANTl-HEPATITiS B THERAPY 
MAY BE WARRANTED (SEE WARNINGS). 



DESCRIPTION 

VIREAD is the brand name for tenofovir disoproxil fuma- 
rate (a prodrug of tenofbvir) which is a fumaric add salt of 
bta-isopropoxy car bonylaxym ethyl ester derivative of teno- 
fovir. In vivo tenofovir disoproxil fumarate is converted to 
tenofovir, an acyclic nucleoside phosphonate (nucleotide) 
analog of adenosine 5'-monopbosphate. Tenofbvir exhibits 
activity against HJV-1 reverse transcriptase. 
The chemical name of tenofovir disoproxil fumarate is 
9- |U?)-2-[ (bis tl(isopropoxycarbonyl)oxy) methoxyjphosphi- 
nyl]methcuryJpropyl}adenine fumarate (1:1). It has a molec- 
ular formula of GijHsoNjO,^ • C 4 H 4 0 4 and a molecular 
weight of 635.52. It has the following structural formula: 



HOtC h 
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Tenofovir disoproxil fumarate is a white,to c&wlute. crystal- 
line powder with a solubility of 13.4 mg/ml> in distilled wa- 
ter at 25 *C. It has an octanoVphoaphate buffer (pH 6.5) par- 
titic«cc^cientflogp)ofia5^t25.*a' - >) 
VTRF-AD'tiihlBtfl ara fbr.naral administration. Each tablet 
contains 300 mg of tenofovir disoproxil fumarate, which is 
equivalent: to 245 mg of .tenofovir cusoproxa-andthe follow-^ 
ing ; inactive' ingredients: croscarmellose- sodium, lactose 
monohydrate, magnesium stearate, macrocrystalline 'cellu- 
lose, and pxegelatini ted starch. The tablets are coated with 
a light blue colored film (Opadry U Y»30rl0671-A) that is 
made of FD&C'biue~#2. aluminum lake; hydroxypropyl 
methyiceHulose:2910 t ;Uctose motiohydrate; titanium diox- 
ide, and triacetm. ■ ■ 

In this insert, all dosages are expressed in terms of teno- 
fovir disoproxil fumarate. except where otherwise noted. 

Microbiology r 
Mechanism of Action: Tenofovir. disoproxil fumarate is an 
acyclic nndeoside phosphonate diester analog of adenosine 
nionophosphate^ Tenofovir disoproxil fumarate requires ini- 
tial diester hydrolysis for conversion to tenofovir and subse- 
quent phosphorylations by cellular enzymes to fbrm.teno- 
fovii diphosphate. Tenofovir' diphosphate inhibits the 
activity bf ^JHVrl reverse traiiscni^ase by competing with 
the natural substrate dec^adenbsihe 5 '-triphosphate and, 
after mcorpora^oh into DNA, by ONI A chain terin^tion. 
Tenofovir diphosphate is a weak mlubitor of m a m malian 
DNA polymerases^ a, ,P% j^nd nritocl^naj' DNA poly : 
jne,rase y. 

AnUviralAcOvrtyin Vitro: The m vitro antiviral activity of 
tenofoyir against laboratory and clinical isolates of HIV-1 
was assessed itf lymiphbhlastoid cell lm69 r primary inano- 
cyte/macrop : hage cetts arid peripbe^al , blood lymphocytes. 
The i ICeo (50* niMmtbry ^'cbnCentratiori) values for tenofovir 
were m the range bf 0.04 pM to 8ii\iM. In a^'comhinatibn 
studies of tenofovir/vritii nucleoside i^erse . transm 
inhibitors UbacavirV/didahosiae/'l 

lalato^bine/ indovuduie), non-hudeoside^teyerse trans- 
criptase inhibitors (delarirdine ; efavirenz, 'nevirapme), and 
protease ir^bitbrs (a^prenavir, indinaw/r'nelfinaw, 
ritonavir, saquinavir), addMve to synergistic' effects were 
observed. Most of these drug combmatidfis have not been 
studied in humans. Tenofovir displayed antiviral activity in 
vitro against HTV-1 clades A, B, C, D, E, F, G and O (IC M 
values ranged firoin 0.5 uM to'2:2 nM). - 
Drug Reststanot: HTV- 1. isolates with reduced susceptibil- 
ity to tenofovir have been selected in vitro. These viruses 
expressed a K65R mutation in reverse transcriptase arid 
showed a 3-4 fold reduction in sust*ptarility to tenofovir. 
Tenofovir- resistant isolates of HIV-1 have also been recov- 
ered from some patients treated with tehofmnriD combiaa' 
tion with certain antireirbyiral agents. In treatment-nafve 
patients treated wth Viread + lamivudine + efavirenz, viral 
isolates from 7/29 (24%) paeerits with virologic failure 
showed reduced suaceptibiBty to tenofovir. In treatment- 
experienced patients, 14/304 (4.6%)*6f the VTREAD-treafed 
patients with virologic faihire showed reduced susceptibility 
to tenofovir. Genotypic analysis of the resistant isolates 
showed a mutation in the UTV-1 reverse transcriptase gene 
resulting in the K65R amino acid substitution. 
Cross-fvsistmhc*: " Cioss-resistance among certain reverse 
transcriptase inhibitors has been recognized. The K65R mu- 
tation selected by tenofovir is also selected in some HTV-1 
infected subjects treated with abaca vir, didanosine, or zal- 
dtabine. HIV isolates with this mutation also show reduced 
susceptibility to emtricitabine and lamivudine. Therefore, 
cross- resistance among these drugs -may'occur in patients 
whose virus harbors the K65R mutation. HTV-1 isolates 
from patients (N=20) whose HJV-1 expressed a mean of 3 
ridovudine-associated reverse: transcriptase mutations 
(M41L, D67N; K70R, L210W, T215Y/P or K219Q/E/N), 
showed a 3.1 -fold decrease in the susceptibility to tenofovir. 
Multmucleosidej resistant HJV-1 with a T69S double inser- 
tion mutation in the reverse transcriptase showed reduced 
susceptibility to tenofovir. 
Pharmacokinetics * 

The pharmacokinetics of tenofovir disoproxil fumarate have 
been evaluated in healthy volunteers and HTV- 1 infected in- 
dividuals. Tenofbvir pharmacokinetics are similar between 
these . populations. ' -'- ' 

Absorption: VIREAD is a water sohible diester prodrug of 
the active ingredient tenofovir. The oral bioavailability of 
tenofovir from VIREAD in fasted patients is approximately 
25%: Following oral administration of a single dose of 
VIREAD 300 mg to HTV-1' infected patients in the fasted 

Continued on next page 



Table 1. Pharmacokinetic Parameters (Mean ±SD» of Tenofbvir" m Patients with 



Baseline Creatinine 
Clearance (mL/mfa) 


>80 
. (N=3) 


50-80 

0*r10) 


30-49 " 
(N=8) 


12-29 
(N=11) 


(ng/mL) 


335.4 ± 31.8 


i 330.4 ± 61.0 


372J1 ± 156=1" 


601.6 ± 185.3 - 


AUC ,^ (ng»bj/rnL) 


2184.5 ± 257.4 


3063.8 ± 927.0 


6008.6 i 2504:7 ; 


<■ 15984.7 ± 7223.0 


CIVF (mlVmin) ,. 


1043.7 ±15.4 


807.7 ± 279:2 


- 444.4 ± 209.8 , 


,177.0 ±97.1 


CL^mI (ml/min) 


243.5 ± 33.3 


16816 i 27^ 


100.6 ± 27.5 


43.0 ± 31.2 



•300 mg„ single dose of VIREAD 
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Leukeran-^Cont. * iv/ : Jbs - ;£2i: \- 

.ifvC '..'<r : V^ v "'". -**''■ -!•-■» -V' v 

8. Controlling Occupational Exposure^ Hazardous Drugs. : 
..(OSHA Work-Practice Guidelines;) Am j 'HeaiifcSyjst ' 
'^Ph&m. 19^;53ii669-l6Sp; L ^ ' - : ^ > ; ,m - 
GlaxoSiniliiKl^ ' vVl 

^o^^r : Mb3^2b54 ^ " ! : ' ! '-" v 90 

J ; ; i1 ^wnUP^uci Idkhtiftcdiioh Gu^j^f 3[l6^ ' 



! ' •";> :rtdfc •: *. v • .— - \ »..- » I> n\a j • . 

: r .l> £nf?.v,b':''- ,-V;rv =;;'.-:t: j'i <;*T.[o ..Oujv.' 

: (fosamprenavir calcium ) 
Tablets ' ' r ; j '' : ^f^;S <■ ;~ ■ 

- IjE^QyA (fosamprenavir . calcium) is : a , -prodrug, _of . jamr 
prenavir, ( an . inhibitor t of . human iimmimp^e^ciency , virus 
(HIV) protease. The chemicakiiame, of fosamprenavir cal- 
-r4im} ; is <3S)-tet^^ 

nyl) suifonylj(isaputyl)amino^ : 
propylcarbamate <monocalcium salt. Fosamprenavir calcium 
.is a single, ste ^isomer mtJh ; the.{3SX 
It has a molecular fonnula of; C25^34G^30 9 PS.:^d> a j 
molecular -weight of 623.'7j Itihasj thei fojlovsring , structural ; 
formula: raj/^ y ; <A ii;; "-"> \if *. •/ ■.. a* j-J:> 

r-: ? ; -;>':J (-■■ ■'•j-it>'j ;ru.(;,' - ■ '■■ *.K';i.;n t - v ■ :-.' r - 

\> i.a'iij:..:- . !|'- :.-■]...; \0 ifirj.jjj. -0^/ ■' o ■ ;;> ; *v 



'* -".nr." ' ' ■ 



?•» ^ai3< >h ' j - . ; : : > : Ss£^V:'-y . q fiTft^f^O^uS^ •• ■ - • i . , . 1 1 • _ j ; ! 

TosampTC^w T caldum*'*i6 a. white to' creaffi-cblofied : s'olid 
with' a sblubility-of approximfittely 0.31 mg/mL in water' at 
25°C. - -.' ■ ■ " °' " y - ' ; - y ;> -- ;:: 

1 IjEXIVA Tablets are' available for ' oral ao^unm^tratioh in a 
Strength of 700'B^6ffd3amprenavir as fc^ampreMvir cal- 
'ciiim (equivalent to approximately 6bo ing of ampr^ritivir). ; 
Each J 70C^'mjg tabletrcontalns' the inactiv^ tn^redjents colloi- 
dal silicon dioxide, ^erb^earmfclldse frodiuin; magnesium stea- 
rate;-inicTOcryBtallifie^ poviadfle-K30. The 

tablet film-coating contains the" i; . k in^^ve i:< mgre- 
difeht& liyprbmellose, iron' oxide red, ' titanium dioxide, ^and • 
•tirificetin.— ''■ • - } X: > - • ^ --"^'^ --v 

.MCRQBIOLOGY,; , ^, 0 . rf . ; ^ r - irWr^/ < 
Mec^ianism of Action: .;:Fosa^p^n^^'i^^pid|ly jbbnyerted 
to amprenavir by cellular phosphatases in vivo, i^prenayir ; 
is an inhibitor of HIV-1 protease. Amprenavir binds to the - 
active site of HIV-1 protease and thereby Jrevetits' the pro- 
-cessing of viral Gag and Gag-Pol polvproteiii^jrecursorB, re- : 
suiting in the formation bf immature non-infectdouB viral : 
particles. <-., ■■ , ■ • • ■ ■• i'-.t-J-iw ■; - .r - /: . 

Antiviral Activity (n Vitro: Fosamprenavir bias 1 little or no , 
antiviral activity in vitro. The in vitro antiviral" l act3vityob- : 
served with fosamprenavir is not measurable due. to trace 
amounts of amprenavir. The in vitro antiviral activity, of 
amprenavir was evaluated against HIV- 1 0IB in pbiAi 
acutely and chronically infected lympho"blastic cell lines 
(MT-4 ( eEM^CCRF, S9)"and m : 'tM^ex^ blp^'-j^p^ho- ; 
cytes. The 50% ■ hihibitory concentfatibn (IC^)' of : am- ; 
prenavir' ranged fr6in : 0.(Jl2 to L '0l08?jiM ( 'in acutely infected 
cells and was 0.41 pM in chrohicaily infected cells (ljiM = ; 
0.50 mcg/mL). Amprenavir exhibited synergistic anti-HIV-1 1 
activity 1 in combination with' the ' nucleoside reverse tran- 
scriptase inhibitors (NRTIs) abaca vif, didariosine,; and zi- 
dovudine, and the protease inhibitor (Pi) saquinavir, and 
additive ftoti-HEV-1 activity in combination with the hon- ; 
nucleoside reverse transcriptase ' inhibitor (NNRTI) nevira- 
pine and Pis indinavir, lopinavir, nelfinavir, and ritonavir in 
vitro. These drug combinations have hot been adequately 
studied in humans. The relationship between in Vitro- anti- . 
HIV-1 activity of amprenavir and the inhibition' of KIV-1 ! 
repbcation in humans has not been denned. : ' ' r. - 
Resistance: ' HIV-1 isolates with a decreased susceptibility 
to amprenavir have been selected in vitro and obtained from 
patients treated with fosamprenavir.' Genotypic analysis of 
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isolates from amprenavirrtneated' patients showed muta- 
tions i in the . HIvVl , protease .gene -resulting 1 in raminot -acid 
substitutions primarily; it positions ?y32I i , f M46I/L i 147V, - 
I50V, I54L/M, and I84V, as well as mutations. in, ti>e p7/pl 
■*antl pJ^.pagrand C^^Pol.pplypro^^ pre^^ 
. sites. Some oj^ these . ampVenavir, resista^ce^as^ociated mu- 
tations b^vis'^u^ b^ 

re^viral^n^e. pipLUep^ treatel wii^ T ,! ^ T * TAf ' , ' < ^* 
antiretrovlral-^aive patients , treat 
LKOVA/ritonavir, 61 patients (29 rec 

HIV- ..... 
Weefi? J2) were geridtyi)ea: ^Five- of the' 29 ; ahtiretr^viral- 
naive 1 paitients (l7%Y : Tvceiviag : LEXTVA 1 witHpnt 1 ritonavir 
had evidence of genotypic resistance^to amprenavir: I54IVM 
<in *i2), I54L:+ L33F (n= I)^V32I +iI47V Isanti M461 
I42Vv(n = 1). -No amprenavir-asBociated ; mutations were 
•detected . in ;;antiretroviral-:nai5ire .patients .treatedr with 
.JJE30VA^ri^n^vir.- . . . -.-.. t,, ■• ; ^njrrn :i 

Cross-Resistance: Varying, degrp.es. ,qf ;cros%-resjstance 
among inVrl protease inhibitora have been observed. An as- 
.s^Kdati^nVbetween,^ response .at ,4& weeks (ttlV^l 

^A^evel r ^ r 4pQ copiiBS^ 

tected ' in baseline ffiV- 1 isolate^ from Pl^i^nehced pa- 




^receiv^d feitiier one (47%)'ot : 2;PIs r (36%); , 'mosir6^i^ 
nelfinaVif (S1 %)' and indinavir' (53%)rGut df ^2 subjects 
with baseline phenotypes receiving .twice-daily iJEXIV^ 
ritonavir,' : 549o 1 55) ' had resistance to ' at least one PI, with 
98% (54).of ^pjK^lMyuig, resistanod Wlidnliavir.' Out. of 97 
subjects i with! baseline iiheholypeS-ux^e lopinaV^rito^vir 
arm, 60% i5S) had resistance to atrleast'one' PI/ with 97% 
(56) of those having resistance; t# nelmiavir. ' 

Table 1. Responders at Study Week 48 by Presence of 
Baseline PI Resistance- Associated Mutatiohtf* ^ - :i '" ■< 



PI-mutationst 1 

i. . ;o ''• -^i - 


LEXIVA/Ritonavir 


• I^pmavirA-' 
f ' Ritonavir b.i.d. 

■ ' ■ (n =»85) ! -. '-' 


D30N 


21/22 (95%) 

-'IK ... . r — • 


17/19 (89%) t 


N88D/S 


20/22,(91%) 


; 12/12 • (100%) 


L90M i :/ 


16731^(52%),-, 


, r .17/29' (59%) 


M46J/L,: .... 


: 1V22, (§0%). ■- 


. J: ,, jt 12/24. (50%) 


y82^ , /T/s, i :'"' 


*"„'.-"_' W,' : (2^%):^ : 


.■.;.6^17 '(35%) 


^i54y , ; 


; ; : 2Ai" (i8%); 


(55%) 


i84V '- : 


i>6 (17%) ; ' 





♦Results should be interpreted with ^ cahtion because ithe 
; subgroups were small. .:\ :.fr : . ;•. . r ..'*<•;:•'* 
!; Most patients had >1 PI resistancerassociated mutation at 
baseline. •-.* ' ;:u->^. 

The virologic response based 1 upon, baseline phenbtype was 
assessed. Baseline isolates from Pl^xperienoed patients re- 
sponding to LEXIVA/ritonavir twice daily had 'a median 
shift in susceptibility to amprenavir relative to a standard 
wild-type reference strain of 0.7 (range: 0.1 to 5.4, r n = 62), 
and baseline isolates from individuals failing therapy had a 
median^ shift in susceptibility of 1:9 (range: 0.2 to 14,- n - 
29X Because .this was a select patient population, these data 
do not constitute definitive "clinical susceptibility break 
points. Additional ; data -are ■ heeded to determine clinically 
•relevant break points for LEXTVA. t - - t :/ . r 
Isolates from 15 of the 20 patients receiving' twiceHiaily 
LEXIVA/ritonavir and experiencing virologic 1 failure/ongo- 
ing replication were subjected to genotypic r ahalysis.>The fol- 
/lowing amprenavir resistance-associated mutations were 
found either alone or in combination: V32I, M46I/L, I47V, 
I50V, I54L/M,: and I84V.r . • " * 

CLINICAL PHARMACOLOGY ; 
Pharmacokinetics in Adults: Fosamprenavir is a prodrug, 
whicn is rapidly hyclrolyzed^ amprenavir by enzymies in 
the'gut epitiieliuin as it is absorbed. . " * V ' " ! 
The pharmacokinetic properties bf a^mprenavir after adrnih- 
istration of LEXTVA with or without ritonavir, have been 
evaluated in both healthy adult volunteers and in HIV- 
infected patients; no substantial differences in steady-state 
amprenavir concentrations were observed between the 2 
populations. ... , ■ 



Table 2. Geometric Mean (95% CHl Steady-State Plasma Amprenavir Pharmacokinetic Parameters , 



Iteginien ■'■- v -' "' ' v ' 

■ •>->■- :-■ v. 


' ' (mcg/mL) - 1 


-r — ..... ..!■ ./ . — — - 

T " 
(hours)* 


AUCjm. r , 
(mcg»hr/mL) 


■ i ! . - Pmin ' 

/ (mcg/mL) . 


LEXTVA 1,400 mg b.i.d; " 


'.. " *o«.-4L«B. ..: 
• (4.06-6.72) 


...<0.8r4.0)., 


, (2t .6-39.2), 


',6.35 
(0,27-0.46^ 


LEXIVA 1,400 mg.qjdr.plus 
Ritonavir 200 mg q.d. 


7.24 
(6.32-8.28) 


: > ■ ii ' - 


'"' '. ' 69.4;. ,v ' ij: 


. 1.45 
, /. (1.16-1.81) 


LEXIVA 1 700 mg b.i.d: phie ^'', : 
Ritonavir' 100-m#:b.iid; ; : '' ; '-* ■ ■ 


rtf.;.. , it .^ ; o8 '*•-■■»* 
" (5.38^6:86)* 


' (d,75-5;o) 

; .: ■. J , t ; -f' - it- 


79.2 1 


*' 2.12 

; v(i.77-2.54); 



♦Data shown are median (range).. » 



Absorption and Bioavailability: After . _ 
single dose of LEXIVA to HIV-l-infected pati 
to peak amprenavir concentration (T,^) occun^ 
1.5 and 4 hours (median 2.5 hours). The absduf * 
availability of amprenavir after administration tiT 
in humans has not been established. 
The pharmacokinetic parameters of ampren^ 
ministration of LEXIVA (with and without co ^ 
ritonavir) are shown in Table 2. 
[See table 2 below] 
The median plasma amprenavir concentrations of 
ing regimens over the dosing intervals are dispwJ^ 
ure 1. ■ , 



Figure 1. Mean (± SD) Steady -State Plasma Amprenavir Coo^J 
and Mean IC W Values Against HIV from Protease lohihltorJNi^ 
Patients (in the Absence of Human Serum) , 

100-g .^i^ 




: 0.001 



2 4 I J) 10 .12 14 16 18 SflTfiTai 



Times (hours) 



LEXIVA 1 ,400 mg q.d. plus ritonavir 200 mg q.d. (n s 22) 
-D- LEXIVA 700 mg b.i.d. plus ritonavir 100 mg bid. (n 3 24) 
~+~ LEXIVA 1.400 mg b.i.d. (n = 22) 



Effects of Food on Oral Absorption: LEXIVA Tablets may 
be taken with or without food (see DOSAGE AND ADMIN- 
ISTRATION). Administration of a single l f 400-mg dose of 
LEXTVA in the fed state (standardized high-fat meal: 967 
kcal, 67 grams fat, 33 grams protein, 58 grams carbohy- 
drate) compared to the fasted state was associated witiiuo 
significant changes in amprenavir C^, T^, orAUC^ v 
Distribution: In vitro, amprenavir is approximately 90% 
bound to plasma proteins, primarily to alpha r acid glycopri)- 
tein. In vitro, concentration-dependent binding was ob- 
served over the concentration range of 1 to 10 mcg/mL, with 
decreased binding at higher concentrations. The partition- 
ing of amprenavir into erythrocytes is low, but increases as 
amprenavir concentrations increase, reflecting the higher 
amount of unbound drug at higher concentrations. 
Metabolism: After oral administration, fosamprenavir is 
rapidly and almost completely hydrolyzed to amprenavir 
and inorganic phosphate prior to reaching the systemic cir- 
culation. This occurs in the gut epithelium during absorp- • 
tion. Amprenavir is metabolized in the liver by the cyto- 
chrome P450 3A4 (CYP3A4) enzyme system. The 2 major 
metabolites result from oxidation of the tetrahydrofiiran 
and aniline moieties. Glucuronide conjugates of oxidised 
metabolites have been identified as minor metabolites in 
urine and feces. 

Elimination: Excretion of unchanged amprenavir in urine 
and feces is minimal. Unchanged amprenavir in ^urine ac- 
counts for approximately 1% of the dose; unchanged am- 
prenavir was not detectable in feces. Approximately 14% 
and 75% of an administered single dose of 14 C-amprenavir 
can be accounted for as metabolites in urine and feces, re- 
spectively. Two metabolites accounted for >90% of the radi- 
ocarbon in fecal samples. The plasma elimination half-life of 
amprenavir is approximately 7.7 hours. 
Special Populations: Hepatic Insufficiency: The pharmaco- 
kinetics of amprenavir after administration of LEXTVA have 
not been studied in patients with hepatic insufliciency. . 
The pharmacokinetics of amprenavir have been sh"^ jj^ 
ter administration of amprenavir given as AGENERAd|W 
Capsules to adult patients with impaired hepatic functHm 
using a single 600-mg oral dose. The AUC^ of amprenffj? 
was significantly greater in patients with moderate cirrno- 
sis (25.76 ± 14.68 mcg*hr/mL) compared with healthy vol-, 
unteers (12.00 ± 4.38 mcg«hr/mL). The AUCo.- andC^ 
were significantly greater in patients with severe cirrhosis 
(AUC 0 „: 38.66 ± 16.08 mcg^hr/mL; C max : 9.43 ± 2.61 fflCj 
mL) compared with healthy volunteers (AUC 0J »: 12.00 - 
4.38 mcg«hr/mL; C mnx : 4.90 ± 1.39 mcg/mL). Based on these 
data, patients with impaired hepatic function ^ receiving 
LEXTVA without concurrent ritonavir may require 
reduction. There are no data on the use of LEXTVA in co»> 
bination with ritonavir in patients with any degree 0 *^~ 
patic impairment (see PRECAUTIONS and DOSAGE AN U 
ADMINISTRATION). 

Renal Insufficiency: The impact of renal impainneD* 
amprenavir elimination in adult patients has not beenstu 
ied. The renal elimination of unchanged ampreriavir repre- 
sents approximately 1% of the administered dose; theroo 
renal impairment is not expected to significantly imp 3 
elimination of amprenavir. ' ^ 

Pediatric Patients: The pharmacokinetics of ampre n 
after administration of LEXIVA to pediatric patients are^ 
der investigation. There are insufficient data at this tun f 
recommend a dose. ^ 
Geriatric Patients: The pharmacokinetics of amp 1 * 1 "* ^ 
after administration of LEXTVA to patients over 65 yea 1 *. , 
age have not been studied. 
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DECADRON® Phosphate Infection 
(Dexamethesbne Sodium Phosphate) 

DESCRIPTION - 



Dexamethasone sodium phosphate, a synthetic Adrenocorti- 
cal 'e^^iir^ a wi^ ^sU^^y jBUaw, crysialHne powder. 
It is freely soluble in water and is exceedingly hygroscopic. 
The nwlepifar wdghi U 516^1. ft is designated ^flucally 
atf S-fluorb-llp; i7*aShydrdxy^6a-methy^ 
y)pregna-l^'.4Hiiene-3/20^ohe disodium salt. The empirical 
'formula is Cj^ 2a tt&pp^ an& 




DECADRCJN* Phosphate (D^i^mettasone Sodium Phos- 
phate) injection is a sterile solution (pH 7.0 to 8.5) of deri- 
methasone sodium phosphate, sealed under nitrogen^ anil is 
supplied in two concentrations; 4 mg/mL-and 24 mg/mL. 
The 24 mg/mL concentration oners the advantage' of less 
volume in indications where high doses of corticosteroids by 
the intravenous . route are needed.'^ v. ;--- ■ ..' 
Each milliliter of DECADRON Phosphate injection, 4. ing/ 
mL, contains dezamethasone sodium phosphate equivalent 
to 4 mg dexamethasone. phosphate or 3.33 im;. dezametha- 
sone. Inactive ingredients p^ mjL^S in^ 
sodium citrate, sodium hydroxideto adjust pH, and Water 
for Injection q-s., with 1 mg sodium bisulfite, L5 rng meth- 
ylparahen, and 0.2 mg propylparaben added as preserva- 
tives. \ 
Each milliliter of DECADRON Phosphate injection, 24 mg/ 
inf. , contains dexamethasone sodium phosphate equivalent 
to 24 mg dexamethasone phosphate or 20~mg dexametha- 
sone. Inactive ingredients per mL: 8 mg creatuiihe; lO^mg 
sodium citrate, 0.5 mg disodium edetate, sodium' hydroxide 
to adjust pH, andtWater for Injection with' ling sodiiim 
.bisulfite; L5 mg methylparaben,:and 0^'mg propylparaben 
added as preservatives. :■>■.*::■■ 



.* Registered toadenwfc cf MEBGK & GO., Ii^"^^^- ! , 

7 actions'; ■** /' '. v; "> ? : ":.^7.' : "^"'.' ,: '.^ "': 

J}ECADRON;Pho$phate r *injec^ onset but 

'short duration of 'action when conipared witii- less soluble 
' pr^parationsV Beca'ns^ of .'tins; it ^ suitable for the treat- 
ment of acute 'disorders ^espon^iye to adren^rtical steroid 

^Naturally occoirruig glucocorticbids OiydrooortisOne and cor- 
tisone), which also have ; saIt>Tetaining proper^ used 
as replacement therapy m 'aaWnocbrti 
Their synthetic analogs, in^udh^dex^ 
ntarUy used for their'potent ^fa4riflammatoiy eff&eU in 
disorders of many organ systems.' : ' - "• - ^ - : ! ' ' ■ 
Glucocorticoids cause profound and vaned inetaboUc effects. 
-ifeadditionV'they modify' thVbody*« himufie responses to di- 
verse %timun.' A : •■"1* ; ' ; " : - : '/'-.-.*■ 
At equipotent anti-innammatory dos^ al- 
most completely lacks the sodium-retaining property of hy- 
drocortisone J 'and :: «loBeiy - related derivatives' bf hydro- 

- 'cortisone:--'- ; - $ .'i ,T ' * ^ ; ;l = ■ . A 

'^icatjoins «£f T, ^°S : i :*V' s ;f J .., .J;.V 

* ' ' kTBy intxavenou^'or uitramuscnlaY'inje^ when oral ; 
tbjerapy is not ; feasu^' iiV t ' ,v > ,ViJ 

1. Endocrine disorders 

' Primary or secondary adrenocortical' ihsufficSenl^Xhydro- 
cortisone or cortisone is the drug of choice; synthetic ana- , 
logs may. be used in conjunction with nnlbteralocorticoids 
where-applicable; : in infancy, mmeralocorticoid supplemen- . 
tation is of particnlai* importance) '. c.:-': 
Acute adrenocortical insufficiency (hydrocortisone or corti- 
sone is thje>drug of choice; , mra 

tion may be necessary, pai£culatl^ f wh«n ; 

w*^.. ■ -: n - £>' ■'- '■ • 

Preoperatively, and in the event of serious trauma or illness, 
in patients with known adrenal insufficiency or whenadjrie- i 
nooortkal reserve is'dooo)tful' 1 A "* ■; ' : ' P ;'"';"." ; 

Shock unresponsive to conditional therapy if adrenocorti- 
cal ininiifEciency exists dris'atiflpetAed': V ,; 
Congenital adrenal hyperplasia - v i . * ■ ' ; * : . -'■'■*.-':'=■ < ■ 

Nonsuppurative thyroiditis 

Hypercalcemia ;assotiated^with cancer. , , i ; . v- 

2. Rheumatic d,isorders t ... \ ( ' , ■ 

As adjunctive therapy, for short-term administration (to tide . 
the patient over an'acute'e'pisodeor 'exacerbation) in: ; 
Post-traumatic, osteoarthritis 
Synovitis of osteoarthritis"^ ' . 

Rheumatoid arthritis, „ including juvenile rheumatoid _ ar- ; 
thistis ,<selected . cases .mav^ require jow^lose, mairito^ance i 

Acut^ and subaoite bursftis. ( , 4 ,_ .,; , ^ : 

'Epicoi^utis ■. : : v ^S- ; » ■■-v'- ; 

Acute, nonspecific tenosynayibs ' _ 
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Acute goiity arthritis ' ! 
Psoriatic arthritis ■>* • 
Ankylosing spondylitic -'-^ 

\L Collagen-diseases v.- ■ - 

During. an. exacerbation or as maintenance therapy in se- 
lected cases o£ - -y, • . - v' 

Systemic lupus-erythematosus ~ - ■-- * - - 

Acute rheumatic carditis 

4. Dermatologic diseases 

Pemphigus ■ • ■■. ^.' 

Severe erythema multiforme (Stevens-Johnson syndrome) 
Exfoliative dermatitis . .-.::>-. 

Bullous dermatitis herpetiformis :: i ,v -v?> . 

Severe seborrheic dermatitis . . ' ; ' 

Severe psoriasis ' ■.':•-..::-,*•,•-.■..'.- 

Mycosis fungoides . .:. .i --. 

5. Allergic states *.r ■ -: ; u s • ■ c ' .. . - : : j ! -. 
Control of severe or incapacitating -allergic ^ conditions in- 
tractable to adequate trialff -of conventional treatment in: 
Bronchial asthma ■ . k ^ 
Contact dermatitis '..< -'.'.i 0 ' 
Atopic detmatitifih :.•■. • ■'[.■;' - '»:L ; ..' r 
Serum aickness . ;i w:ru,'. .v . ... r.>iu ' -' ; 
Seasonal or perennial allergic rhinitis ^ /-V - . . 
Drug hypersensitivity reactions -t is - - : . 
Urticarial transfusion reactions . ■ * v , > : '•■ i ■ • ^ 7 . 

Acute noninfectious laryngeal edema ^epinephrine- is the 
drug of first choice) . '-v--- 

6. Ophthalmic diseases ■.:•>■:•■,;: :-.-<u . 
.Severe acute and chronic allergic and inflammatory! pro- 
cesses involving the eye, such as: - ; .■; : .'■ ■ ' ■ * 
Herpes zoster ophthalmicus 

Iritis, iridocyclitis . / . - . ■■•■>*'■. 

Chorioretinitis . • •<* .':.••».» : ■;■ .■■ - . vj .:• 

Diffuse posterior' uveitis i and. choroiditis •-.:: (.. 

Optic neuritis fsnr>: u ■ .• .'.::-.,: :^ .. : . 

Sympathetic ophthalmia i --' 

Anterior segment inflammation 

Allergic conjunctivitis " :'*>--*-- - --^ . - - ■ .- h ^ - 

Keratitis • iw^r. - \. . v.- - •^■■■c-*:^:. 

Allergk corneal marginal ulcers 

7. Gastrointestinal diseases ■ -..^ 
Tb tide the patient over a critical period.of the disease: in: 
Ulcerative colitis (Systemic therapy) ... . ; 
Regional enteritis (Systemic therapy h '/j 1 

8. Respiratory diseases -:■ '■ - 0 i"t.-:: • r.- -^ : v ■•. t- ~ 
Symptomatic sarooidosia'ir-Ki.v . :r rf.v?\ -.. 'V-U 

* Berylliosis..' ».;'._■■*-- ,(.. ;■ < q i ■ - 1.- i : . ;r: r-.y : .*}/■• t • ; ( >. : • -. - . 
F^ihninating or:disseminnted'pulmanary tuberculosis when 
used concurrently, with appropriate antituberculous chemo- 
therapy r'" '"fsr^"'" j-.'j.--'"" - ' 

Loe filer's syndrome' not manageable hy^other means 
Aspiration pneumonitis ..v .■ :•; 

9. Hematologic. disordefs>.~^ :»»: . -f.v fj •>•*: - ■-■ * ^ ■ - ? 
Acquired (autoimmune) hemolytic anemia ' . ■ ■ r ; ■ 
Idiopathic thrombocytopenic purpura in adults (LVr only; 
LM. administration' is contraindicated) '. ;'■* 
Secondary thrombocytopenia ^adults 
Erythroblastopenia (RBC anemia) : > 

Congenital (erythroid) hypoplastic fliw»mia 

10. Neoplastic diseases .;■„«' 
For palliative management of: . 
Leukemi^and hTmphomas^ in adults, : . t ; 

Acute leukemia of childhood 

11. JSde t ma^otis states ..... „■ ^ .. /f .; .... ,. t 
Tb induce diuresis or remission of proteinuria in , the ne- 
phrotic syndrome, without uremia, of the idiopathic type, or 
that due to lupus erythematosus t . 

12. Miscellaneous - i "\ 'J'/"''.- 
Tuberculous meningitis with subarachnoid block or impend- ' 
ing block when used concurrently with appropriate antitu- 
berculous chemotherapy • r ; ' : 
Trichinosis with neurologic or myocardial involvement • 

13. Diagnostic testing of adrenocortical hyperfunctioh'' 

14. Cerebral Edema associated with primary or metastatic 
brain tumor, craniotomy, or head injury. Use in cerebral I 
edema is not a substitute for careful neurosurgical ^evalua- 
tion. and_ definitive, management such as neurosurgery or 
other ''^p^a&c ^ tiierapj:/, 1 '; . : ' . ]\' Ja 

B. By^ti^-^ticular' or s^qJt tissue iiyectibhi ; ; '. : . '' . . _ ' 
As adju^ctive'th'erapy for short-term adnunlstTation (to tide 
the patient over an acute episode or exacerbation) in': 
Synovitis of osteoarthritis ' ' f l ; ' 
Rheumatoid arthritis " ' . 

Acute and subacute bursitis 

Acute gouty arthritis '7>I% • ;; ". i :.#C.r\ ■ ■■ ' '-. ■ . I :>.} 
Epicondylitis 

Acute nonspecific tenosynovitis "■-* • s 

PosV^raomatie osteoartlir9&.;; v ^:-''-}'{- •■; ■ t : ; 
Ci •By'lhiraleiaoiitol injection: v -'• }'^' y ' ■ ; 
Keloids ■ ' '■/■' ■'- 

Localized hypertrophic, infiltratedj inflammatory lesions of: 
licherP'planujs, psoriatic plaques; granuloma annulare; and 
hcheo feiniplex dn^nicus (neurodermatitis^ 
Discoid lupus erythematosus' ; " *. ■■'■<■■• ■■-'"'< 
Necrobiosis lipoidica diabeticorum ■ : r , • 

Alopecia areata A » ■ •' - ' '- • " : - 
May also be useful in cysticttumors of an aponeurosis or ten- 
don (ganglia). ■■ j •».:>-r*i,;.-^'»' •"•'«'• •/• . ' V"; 

CONTRAINDICATIONS- • " 1 •-• - 

Systemic fungal infectionMSee WARNINGS regarding am- 
photericin B.) <■"- -j* - 



Hypersensitivity to any component of this - 
ing sulfites (see WARNINGS). 

WARNINGS 

Because rare instances of anaphylactoid 
occurred in patients receiving parenteral 1 
therapy, appropriate precautionary meag^ 
taken prior to administration, especially 
has a history of allergy to any drug. Anaph^ 
perse nsitivity reactions have been reported t 
DECADRON Phosphate (see ADVERSE Re/Jp 
Injection DECADRON Phosphate contains sofai 
a sulfite that may cause allergic-type reac&w 
anaphylactic symptoms and life-threatening w tl. 
asthmatic episodes in certain susceptible peonk'^ 
all prevaience of sulfite sensitivity in the general'' 
is unknown "and probably., low. Sulfite i 
more frequently, in asthmatic than in i 
Corticosteroids may exacerbate systemic tvagj i 
and therefore should not be used in the anseL. 
infections unless they are needed to control iron' 
due to amphotericin B. Moreover, there havebee^- 
ported in which concomitant use of amphotericin-B' 
drocortisone was followed by cardiac enlargemem ^ 
gestive failure. : .f 
In patients on corticosteroid therapy subjected to 1 
usual stress, increased dosage of rapidly «ctii "" 
steroids before, during, and after the stressful • 
indicated. 

Drug-induced secondary adrenocortical in 
result from too rapid withdrawal of corticosteroids 
be minimized by gradual reduction of dosage. 1 

relative insufficiency may persist for months a 

tinuation of therapy; therefore, in any situation of 
curring during that period,- hormone therapy should 
instituted. If the patient is receiving steroids ' 
dosage may have to be increased. Since i 
secretion may be impaired, salt and/or a i 
should be ad ministered., concurrently. (See 
TIONS.) 

Corticosteroids may mask some signs of infection, • 
infections may appear during their use. There 'may. 
creased resistance and inability to localize infectioa 
corticosteroids axe used. Moreover, corticosteroids - 
feet the nitroblue-tetrazolium test for bacterial 
and produce false negative, results. 
In cerebral malaria, a double-blind trial has shown t 
use of corticosteroids is associated with p« 
coma and a higher incidence of pneumonia and g 
tinal bleeding. 

Corticosteroids may activate latent amebiasis. 1 
is recommended that latent or active amebiasis be ruled! 
before initiating corticosteroid therapy in any patient 
has spent time in the tropics or any patient with' " 
plained diarrhea.' 
Prolonged use of corticosteroids may produce posterior ^ 
capsular cataracts, glaucoma with possible damage w 
optic nerves, and may enhance the establishment of :.' t 
ary ocular infections due to fungi or viruses. 
Usage in pregnancy. Since adequate human reprodj 
studies have not been done with corticosteroids, usee" 
drugs in pregnancy or in women of childbeanng 
requires that the anticipated benefits be weighed 
the possible hazards to the mother and embryo or f 
fants born of mothers who have received substantia 
of corticosteroids during pregnancy should be < 
served for signs of hypoadrenalism. 
Corticosteroids appear in breast milk and could i 
growth, interfere with endogenous corticosteroid j 
tion, or cause other unwanted effects. Mothers taking 
macolagic doses of corticosteroids should be advised 
nurse. , 
Average and large doses of cortisone or 1 
cause elevation of blood pressure, salt and water . 
and increased excretion of potassium. These eSectaart 
likely to occur with the synthetic derivatives - 
used in large doses. Dietary salt restriction and F°~fe- 
supplementation may be necessary. All corticosteroids 
crease calcium excretion. 

Administration of live virus vaccines, including sma 
contraindicated in individuals receiving immunor 
sive doses of corticosteroids. If inactivated viral or t 
vaccines are administered to individuals receiving i> 
suppressive doses of corticosteroids, the expected . 
antibody response may not be obtained. However, i 
zation procedures may be undertaken in patients * 
receiving corticosteroids tas replacement therapy. 
Addison's disease. 
Patients who are on drugs which suppress the 
tern are more susceptible to infections' than healW. 
viduals. Chickenpox and measles, for example ( can . 
more serious or even fatal course non-iinmune p« 
on corticosteroids. In such patients who have not ns° - 
diseases; particular care should be taken to avoid * 
The risk of developing a disseminated ^^ l °^ ia j gi 
among individuals and can be related to the dose, 
duration of corticosteroid administration as we" , 
underlying disease. If exposed to chickenpox, P 1 **^' 
with varicella zoster immune globulin (VZIGJBjay,. 
cated. If chickenpox develops, treatment with 
agents may be considered. If exposed to measles, r- 
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Fosamax — Cont. 
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Alendronate sodium is a white, crystalline, nbiihygroscopic 
powder, ft is soluble ip water, very slightly, soluble in alcor 
hol, and practically insoluble in chloroform. . .. 
Tablets FOSAMAX for. oral . administration contain 6,53, 
13.05, 45.68, 52J?1 or 9 1.37, mg!of alendronate inonosodium 
salt trihydrate, which is the molar equivalent of 5, 10, 35, 40 
and 70 mg, respectively, of free acid,, and tte/oUomng inac^ 
tive ingredients: microcrystailine ' ceUuio&v anhydrous lac- 
tose, croscarmellbse sodium; and maghesum stearate. Tali- 
lets FOSAMAX' HFmg also contamcarnauba wax. - ' 
Each bottle of the oral solution contains 9t£5 mg of alen- 
dronate monosodiumr^alt . trihydrate, which is the molar 
equivalent to. TQVmg of fi^iacid^; Each bottle also contains 
the following inactive ingredients: sodium citrate dihvdrate 
ar\d citric acid, anhydrpus as buffering agejota;. sodium sac- 
charin, artifiHaVraapber^ 

as preservativesare sodium propylparaben 0.0225%> Sftdfo- 
dium butylparaben 6:0075%, , . ' ' , . ' r \ ' '. 



* Registered trademark of MERGKK CO/, In<L rt '* 

CUNTCAL PHAi^CpLOOT' . 1 , 

Mechanism of Actjpn ' * " ' - 
Animal studies have indicated the foUowuig'mode of action. 
At the cellular leVel, amnVlroiiate sbflwsiprirerehtiai- local- 
ization to sites of bone resorption, specifically under osteo- 
clasts. The osteoclasts adhere normally to the bono, surface 
but lack the ruffled border that is indicative of active resorp- 
tion. Alendronate does not interfere with osteoclast 'recruit- 

. ment or attachment, but it does inhibit osteoclast^ctivity. 
Studies in mice on the localization of radioactive l*Hlalen : 
dronate in bone showed about 10-fold higher uptake on 

. osteoclast suiiaces^than on : osieoblaSt'sWfiicea:'. Bones ex- 
amined 6 ahd^9 l aayS;a1Pter ^fflaienaronate"ai3inmis^tion 

- in rats and mice, respe^yely i ; showed that normal bone was 
formed on topiof the ^aimdronato; which was incorporated 
inside, the matrix^ While incorporated in bone matrix, alen- 
dronate is^iiot pharmacplogi.cally active. Thus, alendronate 
must be continuously - v administered f t0j suppress osteoclasts 
on newly formed. resorption surfaces. Histomoiphomebry, in 
baboons . ; and rats showed that aJendronate ti^atn^ent re- 
duces bone turnover (Le., the nun^r of sites at^wbich bone 



gains In" bone ' miiss.. * : ' 
Pharmacokinetics^'- . ' ' . ' . '*'" ' '.' '"i ■"_ 
Absorption ' ! ■ • - ' J - . *; " '• T: 5 -" ^ ^; ' : 

Relative to an intravenous (IV) reference dose," -the mean 
oral bioavailability of alendronate in women 'was 0*4% for 
doses ranging from 5 to 70 mg when administered after < ah 
overnight Cas^; and two hours before a standardized break r 
fast. Oral bioavailability, gf the 10 mg tablet in men (0.59*) 
was similar to. that, in rwomen when adininisteredr after, an 
overnight fast and 2 hours before breakfast. 7. .. . . .- 

FOSAMAX 70 mg oral solution aha FOSAMAX^ mg tablet 
are equally bioayailable. , . 

A study examining the effect of timing of a; meal on the bic^ 
availability of alendronate Was performed 1 in 49 pbstmeno^ 
pausal women. Bioavailability was d!ecr^ased--<by 'approxi- 
mately. 40%) when 10< mg alendronate was administered 
either 0.5 or 1 hour before a standardized breakfast, when 
compared to dosing 2 hours before eating. In studies of 
treatment and prevention of osteoporosis, alendronate was 
effective when administered at least 30 minutes before 
breakfast. "' : *■ -'" 

Bioavailability was negligible whether alendronate was ad- 
ministered with or up to two hours after a. standardized 
breakfast. Concomitant administration of alendronate with 
coffee or orange* juice reduced bioavailabjh.ty.by apprpxi? 
mately 60%. . 
Distribution ■ ■' ':.«••'.•••""' •"• 

Preclinical studies (in male rats) show that alendronate 
transiently, distributes to soft tissues following 1 mg/kg IV 
administration but is then rapidly redistributed to bone or 
excreted in the urine. The mean steady-state volume of dis- 
tribution, exclusive of bone, is at least 29 L in humans. Con- 
centrations of drug in- plasma following therapeutic oral 
doses are too low. (less than .5 ng/mL) for analytical detec- 
tion. Protein binding in human^plasnia. is approximately 

78%:' "- i ' ■ "' '■" ; 

Metabolism ' ' .*'"'' 

There is no evidence that alendronate is metabolized in ani- 
mals Or humans! ' - v ^ : 

Excretion .. _ _ „,:. .., . _ 

Following, a single IV. dose -of i**C] alendronate,, approxi- 
mately 50% of the i^ioacthrity. was n excreted,in"|jie urjne 
within 72 hours and Ut^e.or no ; radioactivity was recovered 
in the feces. Following a' single 10 nig IV dose) the renal 
clearance of alendronate was 71 ml/min (64, 78; 90% confi- 



dence interval [CI1H and systemic clearance did not exceed 
200mL/min. Plasma concentrations" fell by more than 95% 
within. 6 hours following IV administration. The terminal 
half-life in humans is estimated to exceed 10 years, proba- 
bly reflecting release of alendronate from the ' skeleton; 
Based on the above; ft is'estimated that after 10 years of 
oral treatment with^FOSAMAX ( 10 mg daily) the amount of 
; alendronate released dqily from , the skeleton is approxi- 
" mately 25% of that absoVbed from the gas^intestinal tract. 
Special' Populations ";' fr ''f "V? * ' , .". \., 

Pediatric: . ^ have not &een 

Westigated m ^tieh43!<t8'year&.ofage-.; . . ' "... 
Gender: Bioavailability and the fraction of an IV dose ex- 
creted in urine were similar in men and, women. .. 
Geriatric: ; .Bioavaimbility and; disposition (urinary .exT 
cretion) .were similar tn^ elderly and younger 'patients. No 
dosage adjustment is necessary (see . DOSAGE AND 
ADMINISTRATION). 

Race: Pharmacokinetic differences due to race have not 
been studied. - 
Renal Insufficiency: . Preclinical studies show that, in rats 
witfc' kidney failure, increasing ahibunts. of drug are present 
in plasma, kidney^ spleen, and tibia. In heHthy controls, 
drug that is not deposited in bone is ^ rapidly 1 ekcrefed in th$ 
urine. No evidenoe~pf saturation at bote uptake wag found 
after 3 weeks dosing with cumulative ^ rV doses of 35 ing/kg 
in youni male rats, ^thou^ no cUiucal 
available, it is likely th^C as 'hi anirnals, elimination of al- 
endronate 7 via the kidney will be re^uoed in patients -with 
impaired renal function. Therefore, somewhat greater accu- 
mulation of afehdrpnate f in bone "mijght be expected (n; pa- 
tients with impajjr^jrenal finjaioa. " 
N6 dosage adjustment is necessary for patients with mild- 
to-moderate renal insufficiency' (creatinine clearance 35; to 
60 mL/min). FOSAMAX is not recommended for jpatietits 
with more severe renal Insufficiency (creatinine clearance 
<3S mL/min) due to lack <rf. wqperlence I : w4th alendronate in 
irenal faHure. ' '" ' 'I; : ^ ; : 

Hepatic, Insufficiency: .As -there is evidence tiiat; alen- 
dronate is 'not metabolized or excreted in the bile, no studies 

.were conducted in patients with hepatic insufficiency. No 

* dosage adjustment is necessary. .. 

Drug Interactions (also ' "see . PR^AUTIONS, Drug 
■ Interactions)- " ■'>''" , . 

-Intravenous ranitidine, was shown to double the bioavail- 
ability of oral alendronate. The r;liniK«l significance of this 
increased bioavailability and whether similar increases will 
occur in patients given oral ILj-antagonists is unknown. 
In healthy subjects, oral prednisone (20 mg tb^ Sanies 
daily for five days) did not produce a clinically meaningful 

- change in the oral bioavailability of alendronate (a mean-in- 
crease ranging from 20 to 44%); t "- "'■ - ' 

' Products containing calcium ahd other-multivalent'cations 
are likely' to interfere with absorption* of «lend\ronatei-': 
Pharmacodynamics^ ■ *"■ .:- . ; ^ . :> .yo( : " ±x? - ""v~t? 
Alendronate 7 . is a bisphosphonate that -binds to bone hy- 
droxyapatite and specifically inhibits' the activity *T 'osteo- 
clasts, the bone-resorbing cells: i Alendronate^ i^uce^'ho'ne 
resorption with uo' direct" effect on bone formation, althbugh 

'the latter process is ultimately reduced -because bone re^ 

- sorption and formation are coupled during bone turnover. 
Osteoporosis in postmenopausal* women ■ , ii->-i^v- 
Osteoporosis is characterized by low bone mass that leads Tto 
an increased risk' of fr'arture^vThe -diagho^ 

firmed by^the 1 finding of tew bone 'mass, evidence «f fracture 
6n x-ray/ a : history of ostebp^i^tic'-firaiftiire, or bjeijghtlbss or 
kyphosis. Indicative of vertebral (spinal) fracture. 1 Osteopo^ 
rosis odeurs in both 1 males and females but is most oommon 
among women following the menDpause, when bone turn- 
over increases and the rate of bone resorption exceeds that 
of bone formation. These dianges result in progressive boh'e 
loss and lead to osteoporosis in. a significant' proportion-: of 
women over age^O. Fractures, dually of the spine, hip,- and 
wrist, are the common consequences. From age 50 to age 90, 
the risk of hip fracture in white women increases; 50-fold 
and the risk of vertebral fracture 15r to 30-fold. It is esti- 
mated that approximately 40% of 50-year-old women will 
sustain . one or more, osteoporosis-related^ fractures . of the ' 
spnie, hip, or wrist during their remaining lifetimes. Hip 
fractures, in particular,: are associated with substantial 
morbidity, disability, and mortality. 

Daily oral doses of alendronate .(5, 20, and 40 mg for six 
weeks) in postmenopausal 'women produced biochemical 
changes indicatiye of dose-dependent, inhibition of bone re- 
sorption, including decreases in urinary calcium and 'uri- 
nary markers of bone collagen degradation (such as deoxy- 
pyridinoline and cross-linked N-tetopeptides of, type! I 
ooilkgen). These biochemical changes tended to retiirn to- 
ward baseline values as early as 3 weeks following the dis- 
continuation of therapy with -alendronate and (lid not differ 
from placebo after 7 months. * : - 

Long-term treatment of osteoporosis with FOSAMAX 
10 mg/day (for up to five years) reduced urinary excretion of 
markers of bone -resorption, debxypyridinoline and cross- 
linked N-telopeptides of type I collagen, by approximately 
50% and 70%, respectively, to reach levels similar to those 
seen in healthy premenopausal women. Similar, decreases 
were seen in patients in osteoporosis prevention studies 
who received FOSAMAX 5 mg/day. The decrease in the rate 
of bone resorption indicated by these markers was evident 
as early as one month and at three to six months- reached a 
plateau that was maintained for the entire duration of 
treatment with FOSAMAX In osteoporosis treatment stud- 
ies FOSAMAX 10 mg/day decreased the markers of bone 



formation, osteocalcin and bone specific alkiK,. 
tase by approximately 50%, and total senua^ll 
phatase by approximately 25 to 30% to reach a^u 1 
6 to 12 months. In osteoporosis prev En ^j t ' 
FOSAMAX 5 mg/day decreased osteocaiciQ j^u^J 
alkaline phosphatase by approximately 40% J*! 
spectively. Similar reductions in the rate (jZ?* 
were observed in postmenopausal women diSH!' 1 
studies with once weekly FOSAMAX 70 mg ft?-™ 
ment of osteoporosis and once weekly FOSAi^ril 
the prevention of osteoporosis. These data bdkib Jf 
rate of bone turnover reached a new steady^tjZS 
the progressive increase in the total amount ofi ^ 
deposited within bone. 

As a result of inhibition of bone re sorption, t 
reductions in serum calcium and phosphate c 
were also observed following treatment with I 
the long-term studies, reductions from baseUiie^a 
calcium (approximately 2%) and phosphate (apn 
4 to 6%) were evident the first month after the i^, 
FOSAMAX 10 mg. No further decreases in sena*! 
were observed for the five-year duration of treata 
ever, serum phosphate returned toward prestudyk 
Lng years three through five. Similar reductjonj \ 
served with FOSAMAX 5 mg/day. In one-year tto 
once weekly FOSAMAX 35 and 70 mg, similar r 
were observed at 6 and 12 months. The reductiooiJS 
phosphate may reflect not' only the positive bene i 
balance due to FOSAMAX but also a decrease in n 
phate re absorption. 
Osteoporosis in men 

Treatment of men with osteoporosis with 
10 mg/day for two years reduced urinary excretion i 
linked N-telopeptides of type I collagen by j 
60% and bone-specific alkaline phosphatase by « 
mately 40%. Similar reductions were observed mm 
study in men with osteoporosis receiving oaa i 
FOSAMAX 70 mg. 
Giucocorticoid-induced Osteoporosis 
Sustained use of glucocorticoids is commonly i 
with development of osteoporosis and resulting &i| 
(especially vertebral, hip, and rib). It occurs both af 
and females of all ages. Osteoporosis occurs asani 
inhibited bone formation and increased bone mujjS 
suiting in net bone loss. Alendronate decreases btultj 
tion without directly inhibiting bone formation. 
In clinical studies of up to two years' duration, FO 
and 10 mg/day reduced cross-linked N-telopeptides rf§ 
collagen (a marker of bone resorption) by approna 
60% and reduced bone-specific alkaline phosphatase.^ 
tal serum alkaline phosphatase (markers of bone 5 
by approximately 15 to 30% and 8 to 18%, respecti 
result of inhibition of bone resorption, FOSAMAX S ij 
10 mg/day induced asymptomatic decreases, in seroml 
cium (approximately 1 to 2%) and serum phosphate. j 
proximately 1 to 8%). 
Paget 's disease of bone 

Paget's disease of bone is a chronic, focal skeletal i 
characterized by greatly increased and disorderly b 
modeling. Excessive osteoclastic bone resorption is f 
by osteoblastic new bone formation, leading to the r 
ment of the normal bone architecture by i " 
larged, and weakened bone structure. 
Clinical manifestations of Pagets disease range 1 
symptoms to severe morbidity due to bone pain, boa 
mity, pathological fractures, and neurological aodfl 
complications. Serum alkaline phosphatase, the m 
quently used biochemical index of disease activity, | 
an objective measure of disease severity and i 
therapy. 

FOSAMAX decreases the rate of bone resorption < 
which leads to an indirect decrease in bone format* 
clinical trials, FOSAMAX 40 mg once daily for six i 
produced significant decreases in serum alkaline r 
tase as well as in urinary markers of bone^ colla 
dation. As a result of the inhibition of Bone i 
FOSAMAX induced generally mild, transient, andi 
tomatic decreases in serum calcium and phosphate. 
Clinical Studies 
Treatment of osteoporosis 
Postmenopausal women 
Effect on bone mineral density 
The efficacy of FOSAMAX 10 mg once daily in I 
pausal women, 44 to 84 years of age, with os teoport^^ 
bar spine bone mineral density [BMDI of at least 2 se™ 
deviations below the premenopausal mean) *w 
strated in four double-blind, placebo^ntroltw' 
studies of two or three years' duration. These aiC ~V?2 
three-year, multicenter studies of virtually » ieDt r rfW 
one performed in the United States (U.S.) and "^T^l 
15 different countries (Multinational), which CBt***j S 
and 516 patients, respectively. The following I 
the mean increases in BMD of the lumbar spin*, 
neck, and trochanter in patients receiving r^ { 
10 mg/day relative to placebo-treated patients * ,j 
years for each of these studies. 
[See figure at top of next column) 
At three years significant increases in BMD, rela 
baseline and placebo, were seen at each meas ?^vi( 
in each study in patients who received ^^^jZjjf'i 
day. Total body BMD also increased a ^ ifica "\^,/ 
study, suggesting that the increases in bone ""^j, 
spine and hip did not occur at the expense o ^ 0f *vr t5 « 
sites. Increases in BMD were evident as ea ™ ^ 
months and continued throughout the three years 
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j fractures. Sou .should consult 
> you begm^any exerdse. program 
» Adequate Jdietary calcium is impotv 
i adriseiyoa whether tjtou need. to 
r take any dietary supplements' such 
iD. :>:.;<• ; F 

tprescru^-fbr your particular condf- 
r condition or give -the drug to 
[Tand'all medicines , out, of the reach 
tvthob mnra than the, prescribed 
i beeirtaksenv drink a. full glass of 
r local poison control ce^iter or enter- 
■* Do dot induce vomiting. Do not lie 

^des? a ■ STJunmary of information : about 
vcahy. questionfl or concerns about ei- 
costeopoFosiSi'.talk-to your doctor.: In ad- 
l^phaonflciat or otheri health care, pro- 

ilil'jO « \V. ■ i.'^;.*V,-:.: T^HVv,.. ./ . 
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4ium phosphate* a synthetic adrenocorti- 
: to light yellow, odorless or practically 
e£"jt is freely soluble in water and is exceed- 
^'t! Hie molecSuar* we^t 48&%t.*f i^des- 
_ Jy as llpa7-dihydroxy-21^phosph 
Jj^prdione disodium salt. The empirical for- 
iH^NajOaP and the structural formula is: ' 
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>.- HF>- .- ■- 

JBTONE* Phosphate (Hydrocortisone Sodium 
f [2njf?tion.is: a sterile solution (pH 7.5 to 8.5), 
^^jfteloitrdgen; for intraveipus, intramuscular, and 
, Jicto&^'aa^niniatration. 

t ( &ic6'n^roter' contains hydrocortisone A sodium phosphate 
if to 50 mg hydrocortisone: "Inactive ingredients 
creatinine, 10 mg sodium citrate, sodium hy- 
. .. just i>H, at*d' Water for Injection, q.s. . 1 ; mL, 
nth .W/fpg sodium bisulfite, 1.5 mg rnethylparaben, and 
i^WPj^parahen' added as^prewWatiyjes.* jC 

^trademark of MERGK & CG.^Ing. . . " j . , • 
of the bona 1*1,^ - - : 

may also owril^ONS. ... 
n several yeanAl ' •• ■>^' ■ "••<; 

be ovaries stappW ^m9^}«tONiB ^Phosphate injection has a rapid onset 
5. or are: reatWf *™ ^ Utti duration of action when compared with le&s sohl- 
time of a faystsf I Jff«parations. Because of this, it is suitable for the treat- 
nen due to temt§- J^^acttte disorders responsive ja adrenocortical steroid 
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v ,-r". — —e (b^ydracortisone and cor- 

™®^which;alsa nave, salt-retaining properties, are-used 
^^aoement therapy m. adrenocortical deficiency, states. 

f^afo'also, used for thpjr.pntent fln frinflammft tory ef- 

SMj^^^eiupfmany^^^ ,. 
W^rticoids cause profound and varied metabolic effects, 
^^aition, they modify the body's immune responses to di- 
•^stimub-i ■ -, 

^CATIONS .;; ( 

. therapy U not feasible: i : • 

(Q^fjy or secondary adrenocorti(^ insufficiency (hydro- 
^ I30ne or cortisone is the drug of choice;- synthetic' ana 1 
JF^ay be used in conjunction with mineiulocerticpids 
. ^Pplicable; in infancy, minerslocbrticbid supplemen- 

of particular importance)-*'' J - - ■■ : 
jj^t 6 a drenocortical insufficiency (hydrocortisone of cor- 
g"» w the drug-of clwJice; mineralocorticx»id fiuppl^menta- 
^ ^^ o^ necessary, particularly when synthetic analogs 
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.. 'tfceltf-ajfdm the went of 'serious trauma or ill- 
SS^ 8 ^ 611 ** with known adrenal insuffiaency or When 
^^fortical reserve is doubtful ' .. 

^JT* u nresponsive to conventional therapy if adrenocor- 
^^g^^^ciency exists or is^uspected " * ' 

H wZy**** 1 adrenal hyperplasia • • • '• ■ - - 
^^^PPurative thyroiditis . - v : ' 
4 hypercalcemia associated with cancer .. ~*. ; - 
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2. Rheumatic disorders ... r, , 
As adjunctive therapy for short-term administration (to 

tide- the patient over, an acute episode, or exacerbation) i£c 
Post-traumaticiosteoarthritis . v , •„!... -t- : - s ;^^.- 
Synovitifl of osteoarthritis J . . '■ . 

Rheumatoid arthritis, inrJuHing juvenile rheumfltoid r ar- 
thritis {selected cases may require low-dose maintenance 
therapy).--/ ■ 'mu.-szi;-* *. 
Acute and subacute bursitis 
Epicondylitis ; . < - - : 

Acute nonspecifi&^£nbsynovitis ;■ . . - 

Acute gouty arthritis ' 

Psoriatic arthritis .. . il. , . ■ ; . . -<c . 

Ankylosing spondylitis . ~j i. / 

3. Collagen diseases .<<■ 
During an exacerbation or as mainteoance therapy in se- 
lected cases of: vol.. r."* 

Systemic lupus erythematosus - r • - .• . » W 
Acute rheumatic carditis :t: t. l. j ■?; £ 

Systemic dermatomyositis (polymyositis) v. * ;.<■ >?. ■ 

4. Dcrmatologic diseases .); -i.Vi: • ; >, 
.-Pemphigus-.- "-■ . . ,• c ; ^l'. . : s-:; 

Severe erythema multiforme (Stevens-Johnson ayn 
drome):.-, v ; - . ..*••;• ;*r .:■ .•• .' ->-s ■ •^•Jii 

Exfoliative dermatitis ■ .. •• 

Bailout dermatitis herpetiformis . ^ 

Severe seborrheic dermatitis , 
. Severe psoriasis ■ ■ - -■ , :..«.-» . 

Mycosis fungoides ; * • - ■ . ^ S 

5. Allergic states •■ b 'c:::- 
Control , of severe or incapacitating allergic ccaiditions in- 
tractable to adequate trials -of conventinnaJ xraatmpht jri- 

Bronchial asthma s:.. r.-Av. 

Contact dermatitis . hr ■ > vr /. * ■< ■ 

Atopic dermatitis ■ • : - ;■: i > :- .- . -rr.;y ■ c 

Serum sickness .■ x 1 : "' ■ - ; ; , " .-.^ ■• ■•; •• a . 

; • -Seasonal or perennial allergfc:rtunitis v: ■<> ^ : ' -. 

- Drug hypersensitivity reactions; •, > r.i;. ; ; f . 

Urticarial transfusion reactions ; 
Acute noninfectious laryngeal edema (epinephrine. is'. the 

drug of first choice). - -*:?'":■■. i .. 

6. Ophthalmic diseases - ■ ■'■rbi-jiiv"?. 
' Severe acute : and ^chronic • allergic and- inflammatory 

processes involving the eye, such as: ■? ■> - ■::-^-h v.;:-- '. 
Herpes roster ophthalmicus . 
Iritis, iridocyclitis -,y. r ' -k-. 1 : - ■ . ; ; 

Chorioretinitis ^ ■ ; - . ■ --. r. i u -:*■;"■: f .= .=*. . b ■ 

Diffuse posterior uveitis and x^roiditis- . f /;?- =. r : 
Optic neuritis -/winr.'-/:- 
Sympathetic ophthahnia * - - * ^ : 7 * + 

Anterior segment inflammation : >l: 

Alleigic conjunctivitis ■-*■?. r. ; i^ rjvi 1 .^..;.; 

Keratitis * -,r^."' -^ r*. - 

Allergic corneal . marginal ulcers • v> . :■: ■ ? r : - ' . *>= ■ 

7. Gastrointestinal diseases i <j ■'. ■ . v : * ! .-J(7- r. - • > : :.,* 
lb tide the patient over a critical, period of. the disease- in: 
Ulcerative ccJitis:(Systemic therapy) - : .: t <;:,<: 
Regional enteritis (Systemic therapy) 

8. Respiratory diseases -.. -.:..?:■> / 
' Symptomatic sarcoidosis ■?:s.".K-i'D • / 

Berylliosis . ; :. t 
Fulminating or disseminated pulmonary tuberculosis 
when . used concurrently with appropriate antituberculous 
chemotherapy'-' .' ; i ■ ■ v: .■: 

' ' LoefflerJs; syhdrome-pot-managaihle'by other, means r" 
Aspiration pneumonitis v ■ : ' - ': :7 1: , ; ' > p . • 

9. Hematologic^disorders--: : _ - - j .-t!'.. ■ . 
Acquired (autommttune); hemolytic nnATn-t^ > \ 
Idiopathic thrombocytopenic purpura in adults (liV. ohly; 

I-M. administration is contraindkated) 

Secondary thrombocytopenia in adults + v. /<.;: 

Erythroblastopenia (RBC anemia) 

: Congenital ^erytliroidOhypopJastk ! . -i*. 

IQ. Neoplastic diseases ^c: ..; * Si -.. .^ 

For palliative ihanagement o£> A \- - ^v. 

Leukemias and lymphomas in adults - % - 

Acute leukemia of chijdhoodr: -."-.I 

11. Edematous states - : . i.- ; 

lb induce diuresis or remission of proteinuria in the ne- 
phrotic syndrome, without.urjgmi^of tiie.idiopathic type r -qr 
that due to lupus erythematosus 

12, Miscellaneous - ■ " : *.v.*- •>" :■-:,*.. : - • 
Tuherculous meningitis vvith subarachnoid- block or im- 
pending block when used concurrently; with appropriate an- 
tituberculous -chemotherapy .' Ti,.tH ':' ' J • . : ; 
;! < 1Vichhiosis with neurdlogic or 'myocardial involvement 

CONTRAINDICATIONS ^ 

.. • * . v .:>-.\S'? '-■;•:•:.!■ ,":Wr. : . {vx'-"- f 

Systemic fungal infections ^see* WARNINGS regarding 
amphotericin B) "' wi:/:s:l •jo.-./i/.t-.'; " : . . ^-.-i 

Hypersensitivity 1 to any compmiehf of this product' includ- 
ing suiates (see WARNINGS) ■ > ... , :*v ,1:^ 

WABNiNG^ ^ ; 

Because rare instances of anaphylactoid' reactions have 
occurred in patients recemrfe ^aj^n^raV^cbrti'ceste^ 
therapy; appropna^p'recaj^ be 
taken prior to admuustration^ esp^c^ry^ 1 ^^ ^^ patient 
has a rustdry cf allergy &' any dxug/Anapiiylactoia 'and hy^ 
persensitivify reactions-have been 4^por^ 
HYDROCORTONE Phbsphate^see " ADVERSE' REAC- 
TIONS^* ' -WK •>' ■ ; »•■;■«; -.i • 



Inje^tion^lOTRJW^^ 

sulfite, a sulfiie thai may cause'^allergic-type reactions in- 
cluding anaphylactic symptoms and life-threatening or less 
severe astjhmatit; episo4es;in certain eusceptible people. Ibe 
overall pre vaience rfsu^te se^tiyity in the general popu- 
lation is unknown and probacy ^o^-Su^^^ 
seen nrore frequentiyfin astl^atac r tha^-ny^ 



iMfl^ mJty exacertSte ^ Wt^ rn'C fur^?al'uiiecti6ns 

an^ therefore should; ndt bW used iii ti^ pre^nce of such 
ffife^oiis unless^Oiey are^eec^ ^'confiol file-tfireatemng 
drug reaction due to anip^^ have 
been -cases reporten r m^^ 

icin B and hydi^rtisone was followed by Cardiac enlarge- 
ment:and congestive failttrei ! i: t » s'lt "•-> ^oiK 
In patieiuVon 'corticosteroid^ subjected to any un- 

usual stress, increased dosage of rapidly, acting corticosterr 
oids before, during, and, after the. stressful situation is indi- 
ted* ; ;. : U-*!t* r -V L-.-'V;-^. 
prug 7 induced secondary ^ may 
.result frc^ .top rapid 

be' minimized by gradual" reduction dosa^l Trns iype of 
relative insufficiency may. persist for months after discon^ . 
tinuation of therapy; therefore, in any situation of, stress jpej- 
curring during that period, hormone therapy should be^re* 
instituted. If the patient is receivihg steroids already, 
dosage may have to be inrreiseVl. Since ^nmeralbcorticoid 
secretioh niay 6e in^airedi salt andVbr -a imi^ra^dcdrtiooid 
should be administered concurrently: (See > FREGAU- 

Corticosteroids may;mask somevsignsjofrmfectioni and new 
infection^ may apDear^urb^ be de- 



creased resis t ance. 9^ijtp^^^)^^!fft infj^tia^vwhen 
corticosteroids are used. Moreover, corticostero^.inny r .afr 
feet the nitroblu^teti^^.Uum tesf fjor.^tcterfai' infection 
and. produce uuWnegativje resulia. r . ^ " / ' . , * "... , 
In cerebral mala^;adpu^l«Mp^J^nal 
"use" of cc^icOTterdids js~ass^^^ of 
coma and a' higher incidenceof pneu^bm^'and gas^^ 
tina^^bleMng;^ *v .tw ; , ^.y 

Corti^^oWmayact^ . 
is recommended that latent^dr acti%^uneb^ 
befoi* uutiatim^ to 

fitUi ypent !tiirie in ti^ tropics or a^ ^iatieni witii undt- 
-^^.iffiau^liea;' A ]\f ,' : :i ' - : V-"'.^ V ;: V'* 
rS&oiiged ^use <^ co^rtid^^roicts : ^^'prodnce p^iterior. sidV- . 
capsjfiar cataracts, glaucoma witfi ^ rjdssflje '^amua^ to the 
optic rierves.aiid /may *iih* nrk'fr* ^^Tiilgn ni^ ri K oTsecond- 
aiy.,ocular iruections due'to f^gi hr virSsW;^ ' ,T ^ ; 
tfiiige iti pregnancy. SmTO/'aae^iiate 
stuiii^ have not been dc^e witii c^^ 
drugs in pregruincyrbT chn^lhearin^pote^ 
requires / that Ithe' anticj^t^^benefits^b^ weighieor againsi 
the poss&te' haza^ Or fetiia; In- 

fants born Of mothers who 'Eay^ : revived 'su^bst^ti^ 
of corticosteroids diiring pregnancy srtould be. carerully Hfr- 
seryett'fof tigaS& l^ffiS^iia^ r.Ltvjy>'x. '-s-iiJuto 
Corticdsterc^ds^app^^ 

growth, interfere with endogenous corticosteroid produc- 
tion, or cause^oti^.onwante^ 

macoiogic doses of ; cm^ic^ hot to 

nurse, . ' . ' '" ' ''. 

Averaj^ and targe doses of l w 

cause elevation of blood pressure, salt and water^retentibn, 

'ii ±* >J - Z _ " — t ' ^ " J' . L- y Lil?-^^. : j.' * ' ' ' - ■ . .frail If [ ' } Jit* Ik ■ '^7 3l ' L i 



used in U^idotte^ 'pie^rjr.^ilt;l^8^^[' ad^;l»b&aBmm 
supplementation !' : 'majr be hecessary5 r All corficOs^^ias in- 

Admmistratibn of live viruda^ vaccines, ln : rln^T^ g ^^np <)T^ is 
contr a i ndi cated .. in mdividuals /receiving ifofa'flw^frjwifr 
siWiloses^of S^cosjie^a^ 

"vacdnea i are* adinmistered tcf individuals receiving inununcA 

ipresstve doses of cloftic^ate^c^ 
^obefiiy response^ inay notWoBtairiedV rhWver^mS&rau- 
zaUVm^pro^fireW may b* undertakien mp^cnte .T*o I ire 
receWng'cojrticc^t^ nip^Ccezaeiit tlifeapy, ;e^f.; %r 
Aiidj^dns diseased *> l::i -' ' ^ _ r v ..i 

Patients who are on drugs, which suppress the immune sys- 
tem are more susceptible to' utfectiqns^ than' heaitiiy : mdi- 
viduals.'Chick^p^x and mWasles) for exnmplej can ^ nave a 
more serious or eve'a'; fatal ' ehiirne 'in' " hpiiUrn'nftinft patiyrtt^ 
o^ corticosteroids'rto not had these 

cuseases, particular care 'should be taken to avoid: exposure. 
The risk of developing a disseminated f Infection ;Varjds 
among individual and can be related'to'the dosl^, route' and 
duration of corticftaiffimlrf- ^ a'flminj'T ti^tioTi ; aS^weTl' as]fo "the 
underlying dislease. "If exposed to: chickenpbx^ prophylaxis 
wjith varicella r^ter ifcmnun^ ^cii^ (V^6) niay^be indir 
cated: If chickenpox ? develops, treatm'ent with antiviral 
agents may be considered. If exposed to measIes; :i prophy- 
larig with immune globulin, (IG) may be indicated, (^ee the 
re^pectivj5 p«cl^V&§er& for VZIG : 'and 'ffi; for cbm^rete 
prescribing ^mfiirniation.)" ' - : 
Similarly, corticosteroids should be used with great. care in 
patients with known of suspected Strongyloses (thread- 
worm) infestation. In such patients, eor^costercM-induced 
immunosuppression may lead to ShxmjgytoidesZ iypermfec- 

>....-. .■■j , v.. 5 if *rPf»*^n«?*' «f? next page ■ 



Information on the Merck & Co./ hie!, produ^ listed on 
these pages is from the prescribing ihformation in 
use October 1, 2004. For information^ please I "catl 
1-800-NSC-MEf?CK [1-800-672-6372L ; iL 
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«r Neuropathy: 

your doctor if you experience new or worsening 
■rums of peripheral neuropathy such as numbness, 
0T a'burning feeling in the feet or hands, 
-jium Pharmaceuticals, Inc. 
[Xfedowne Street 
( , MA 02139 

it O 2004, Millennium Pharmaceuticals, Inc. 
^ April 2004 Rev 1 

Shown in Product Identification Guide, page 324 



J Mission Pharmacal 
Company 

10999 IH 10 WEST, SUITE 1000 
SAN ANTONIO. T?C 78230-1355 



kget inquiries to: 
jj Box 786099 

£ Antonio, TX 78278-6099 : : 
giFBEE: (800) 292-7364 
5(1)696-8400 
jX:(210> 696-6010 
, jUjuScaf Emergencies Contact: 
J fay Ann Walter.at (210) 696-8400 



as auxET® otc 

I fcjum-Vit. D Dietary Supplement 

t BWSUPPLJED 

HjCET® is supplied as yellow, rectangular shaped, coated 
•"-in bottles of 100 (UPC 0178-0251-01). . 



PLUS 



i-Zinc-Murtivitamin 



OTC 



BNING: Accidental overdose of iron-containing 
s is a leading cause of fatal poisoning in children 
r6. Keep this product out of reach of children. In 
t of accidental- overdose, call a doctor or poison con- 
si center immediately 



rSUPPLIED 

T PLUS is supplied as white, modified oval shaped, 
A tablets in bottles of 60 (UPC 0178-0252-60). 



Rose Sodium Phosphate Oral Powder 



ION 



e Sodium Phosphate (CSP), the active ingredient in 
BIND®, is a synthetic compound made by phosphor- 
1 of cellulose and has the following structural for- 




y other 
H want' 



1 "^dicates the degree of polymerization and has an 
lvalue of approximately 3000. The molecular weight 
roomer is 286.1 and the average molecular weight 
p'ymer is 858,000. 

P inorganic bound phosphate of 31-36%, free phos- 
[3.5%, sodium con tent- of approximately 11% and a 
finding capacity of 1.8 mmol of Ca per gram of the 
^**'- It has excellent ion exchange properties, the 
j 10 exchanging for calcium. When taken orally, CSP 
tlu m, the complex of calcium and cellulose phos- 
excreted in feces. The dosage of CALCIBIND® 
f for oral administration. 

NDC 0178-0255-30, is available for oral ad- 
0l > b bottles of 300 grams of CSP, cream colored, 



CITRACAL® 250 MG + D : OTC 

[sf. trg-k&l] : ; , < .. .• 
Uroradense® calcium crtrste-Vrtamln D dietary 
supplement 

uiGR^jktrrs 'yJ , C^X - ';.'f ,; '"" : V' ? 

Calcium (as Ultrademje® caJdum' citrate) 250 nig:, poly- 
ethylene glycoL dtte-add, rjucn>cryBtaUine cellulose, poly- 
vipyl alcohol-part hydroty^ r croscar^ sodium, color 
added, magnesium silicate, magnesium stearate, vitamin 

d, (62.5 ru). 

HOW SUPPLIED 

CrTRACAL®' 250 MG + D is supplied as white,' modified 
rectangle shaped/ coated' tablets Tn" bottles of 150 (UPC 

0178-0837-15).' ' "'' 7;"\ 0 ;C '. ' " ! . 



CITRACAL® © 

[srtr*-k&l) vs . 
Ultradense® cakium citrate dietary supplement 



OTC 



Ingredients 

Caldum (as Ultradense® caldum citrate) 200 mg., poly- 
ethylene glycol, croscarmellose sodium, polyvinyl alcohol - 
part hydrolyzed, color added, magnesiuin silicate, vinagrie- 
sium stearate. i 

SENSTTTVE PATIENTS 1 

CrTRACAL® contains no wheat, barley, yeast or rye; is 
sugm% dairy and gluten free. * : ; ' 

ONE TABLET PROVIDES 

.200 mg. caldum (elemental), equaling 20% of the U.S. rec- 
ommended daily 'value for .adults and children 4 or more 
years of age.' ■■■ " *A ■'■■■ : -\ } '• '■ •• ' ••'•*' " 

DICTIONS. '* uS^v'*:' •■, . •- 

Take 1 to 2 tablets two ,^es daily, or as recommended by a 
phyaidan, pharmacist or health^jprpfessiopal. : , . . . 
Store at room temperature. 

how-sutplIep ■» --.i.-SV; . -s ^".. '.<- 

CITRACAL® is supplied as white, barrel shaped, coated 
tablets in bottles of 100 (UPC 0178-0800-01), and bottles of 
200 (UPC 0178^0800-20). 

© Kosher Parvae approved by Orthodox Union, : ' » 



OTC 



CITRACAL® Caplets + D 

isVtr9-k&l\ ' 

Uttradense® calcium citrate • vitamin D dietary 
supplement 



INGREDIENTS 

Caldum (as Ultradense® caldum. dtrate) 315 mg., . poly- 
ethylene glycol; croscarmellose' sodium, polyvinyl alcohol- 
part hydrolyzed, cbKr^added; magnesium silicate, magne- 
sium stearate, Vitamin D 3 (200IU). " J 

HOW SUPPLIED . 

CITRACAL® Caputs + D are supplied as white, arc rectan- 
gle shaped, coated tablets in bottles nof 60 (UPC 0178-0815- 
60); bottles of 120 (UPC 0178-0815-12), and bottles of 180 
(UPC 0178^)8 15 T ld). . 



CITRACAL® PLUS OTC 

\sr tr^kdl] ^'-- ."V ■ 

Urtradertse<S> calcium dtr^e^Vhamiri D-muhi-rnineral , 
dietary supplement ■ 

Ingredients: Caldum (as Ultradense® caldum dtrate 1 ) 
250 mg., polyethylene glycol,- magnesium oxide, povidone, 
croscarmellose sodium, polyvinyl alcohol-part hydrolyzed, 
hydixiypropyl methylcellulose, color added, pyri^oxine .hy- 
drochloride, zinc oxide, magnesium silicate, sodium borate, 
manganese gluconate, copper gluconate, magnesium stea- 
rate, maltodextrin, vitamin D 3 (125 IU). 

HOW SUPPLIED 

CITRACAL® PLUS is supplied as white, ..arc rectangle 
shaped, coated tahlets in bottles of 160 (UPC 0178^0825-15). 



CITRACAL® PRENATAL Rx 

isX'try-kW ...... 

PRENATAL VITAMINS AND MINERALS 



5 



DESCRIPTION . • ' " : 7 • 

Citracal Prenatal Rx is a scored, white' modified oval 
shaped mulUvitamin/mujtrjmneral tablet. Hjhe tablet, is em- 
bossed "CrTRACAL'' on one side and ^PK BX" on the cither 

side.- 

Each tablet contains: 

Vitamin A (Vitamin A pahnitate)^ : *.!.„„.i.. v. - ;.. 2700 IU 

Vitamin C (Ascorbic add> „.-.„.:: 120 mg 

Caldum,(Cakium dtrate) 125 mg 

Iron. (Carbonyl, iron, Ferrous gluconate) -.:...* 27 mg 

Vitamin Df (Cholecaldferol) ..„ >. ;. 400 IU 



Vitamin E (dl-alpha tocopheryl acetate) .^.....- 30 IU 

Thiamin (Vitamin Bj) 1 3 mg 

Riboflavin (Vitamin Ba) „..u.;.';: 3.4 mg 

Niacinamide (Vitamin B 3 ) r 20 mg 

PyriJoxihe HC1 (Vitamin Bg) ;:..:- : 20 mg 

Folic Acid ^......i.../,.; 1 mg 

, Iodine (Potassium iodide) ...-.:.„.:■. ;. .150 meg 

Zinc (Zinc oxide) ...„„ 25 mg 

Copper (Cupric oxide) 2 mg 

Docusate Sodium r ~ 50 mg 

INDICATIONS 

CITRACAL PRENATAL Rx is a midUvitainin/multimineral 
prescription drug indicated for use in improving the nutri- 
tional status of women prior to conception, throughout preg- 
nancy, and in the postnatal period fot both Iactating and 
nonlactating mothers. * ■■=..*.-. : 

CONTRAlr^ICATIONS . , „ , ! 

This product is.contraindicated in patients with a known 

hypersensitivity to any of the ingredients. ... 



WARNING -: 

Acddehtal overdose of irbn-contaihing products is a 
leading cause of fatal poisoning in children under 6. 
KEEP THIS PRODUCT OUT OF THE REACH OF CHIL- 
DREN. In case df accidental overdose, call a doctor or 
poison control center immediately. ; 



Folic add alone is improper therapy in the treatment of per- 
nicious anemia and other megaloblastic; anemias where 
Vhamin B u is deficient. 

NOTICE - - 

Contact with moisture may produce STu4ace.discok>ration or 

erosion of the tablet. . -.[■.- 

PRECAUTIONS ■ ; ' 

Fohc acid in doses above. 0.1 mg< may obscure pernidous 
anemia in that hematologic remission can- occur while neu- 
rological manifestations progress. ' .'• 1 . \: S~ 

ADVERSE REACTIONS 

Allergic sensitization has been reported following both oral 
and parenteral aoin^nistratibn of folic 'add. 

DOSAGE AND ADMINISTRATION : , : , 
One tablet daily or as directed by a physidian, ! 
HOW SUPPLIED . . . . 
Bottles of 100 tablets (NDC 0178-0852-01) . : 
DISPENSE IN A TIGHT, LIGHT-RESISTANT CON- 
TAINER AS DEFINED BY THE USP/NF WITH ACHDLiD- 
RESISTANT CLOSURE. / : .\ '. > 

Store at controlled room temperature. 
U,S. Patent 4,814,177 1 .. Other Patents) pending 

REV.008010 : , '■ 



FOSFREE® 

\fos 'fre] 

Caicrum — Iron — Murtivitamin 



OTC 



WARNING: Acddental overdose of iron-containing 
products is a leading cause of fatal poisoning in children 
under 6. KEEP THIS PRODUCT OUT OF REACH OF 
CHILDREN. In case of accidental overdose, call a doctor 
-or - poison control center irnmediately. If you are preg- 
nant or nursing a baby, seek the advice of a health prjo^ 
fessional before using this product. 



HOWSWPLD3D ; 
FOSFREE® is supplied as yellow, modified oval shaped, 
coated tablets in bottles of 60 (UPC 0178-0031^60) and 
bottles of 120 (UPC 0178-0031-12). ? 



IROMIN®-G ^ OTC 

[i'r6-min] -~ : " ';' " it - '''')'] 

Hematinic plus vitamins, calciumjbrid folic acid Dietary'. 
Supplement 



WARNING: Accidental overdose of iron-cefrtaining 

products is a leading cause of fatal 'poiscming' m'cm^dren' 
under 6. Keep this product but of reach of children. In 
case of accidental overdose, call a doctor or poison con- 
trol center immediately. ' 



HOW SUPPLIED V-i 
IROMIN-G® is supplied as red, rectangular shaped coated 
tablets in bottles of 100 (UPC 0178-0081-01).. 

Continued on next pogs 
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latioo for the Patient 



T2 004-53 
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t&Mservd maleate) 
gets 

? -nounced ZEL-norm, te-gas-a-rod mal-e-ate) 
fib [jonfv 

~i tad this information carefully before you start taking 
I gDorm® (ZEL-norm). Read the information you get each 



. ; Appendix A, 'Page 1 2 of 40 * ■ 
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at 25'C (77*F); excursions permitted to 15-30'C 



ySP Controlled Room Temperature. Protect from mois- 



- you 6 et more Zelnorm. There may be new information, 
ntt is information does not take the place of talking to your 
\st fctw about your medical condition or treatment. 
Oa Rbat ts the most important information I should know 
d jxiot Zelnorm? 

h| [fnw get new or worse abdominal (stomach) pain, or blood 
H bjaar stools, stop taking Zelnorm right away and tell your 
att irtd. Your doctor may need to do tests to find out if you 
jt tire a serious problem with your bowel that may require 
tjt [petal treatment or hospitalization. 

its Sometimes Zelnorm causes diarrhea. Stop taking Zelnorm 
bJ call your doctor right away if you get so much diarrhea 
d, tjjl you get lightheaded, dizzy, or faint, 
glut » Zelnorm? 
Idnorra is a medicine for 
Tlte short-term treatment of women who have irritable 
bowel syndrome (IBS) with constipation (not enough or 
hard bowel movements) as their main bowel problem. 
Zelnorm does not work for all women who use it. Zelnorm 
has not been shown to work in men with IBS with consti- 
pation. 

tne treatment of patients less than 65 years of age with 
chronic idiopathic constipation. Chronic constipation 
means constipation lasting over 6 months. Idiopathic con- 
stipation means constipation not due to other diseases or 
drugs. Zelnorm has not been shown to work in patients 
with chronic idiopathic constipation who are 65 years of 
«ge or older, 

leloonn increases the movement of stools (bowel move- 
B£Dt) through the bowels. Zelnorm does not cure IBS with 
(Kutipation or chronic idiopathic constipation. For those 
itth IBS with constipation who are helped, Zelnorm re- 
faces pain and discomfort in the abdominal area, bloating, 
nd constipation. For those with chronic idiopathic consti- 
pation, Zelnorm increases bowel movements, reduces 
draining, bloating and abdominal discomfort. If you stop 
taking Zelnorm, your symptoms may return within 1 or 2 
«ks. 

Iho should not take Zelnorm? 

In should not start taking Zelnorm if: 

•You now have diarrhea or have diarrhea often. 

* You have bad kidney or liver disease. 

* Yon have ever had bowel obstruction (intestinal blockage), 
symptomatic gallbladder disease, or abdominal adhesions 
Musing pain and/or intestinal blockage. 

♦You are allergic to Zelnorm or any of its ingredients. The 
•ttive ingredient in Zelnorm is tegaserod maleate. The in- 
active ingredients are listed at the end of this leaflet. 

fctoorm may not be right for you. Tell your doctor if you: 

* Are pregnant or plan to become pregnant. Zelnorm is not 
recommended for use by pregnant women. 

* Are breast-feeding. Do not breast-feed while you are tak- 
ing Zelnorm. The drug is likely to pass into breast milk. 

* Are taking or planning to take any other medicines, in- 
cluding those you can get 'without a prescription. - 

few should I take Zelnorm? 

* You should take Zelnorm twice a day on an empty stom- 
*ch shortly before you eat a meal, or as your . doctor pre- 
wibes it. 

* For IBS with Constipation: You should take Zelnorm for 
* to 6 weeks to treat your IBS symptoms. If you feel bet- 
ter, your doctor may prescribe an additional 4 to 6 weeks 
of Zelnorm. 

' Pot Chronic Idiopathic Constipation: You should talk to 
your doctor regularly about whether you need to stay on 
Zelnorm. 

* If you miss a dose of Zelnorm, just skip that dose. J3o not 
take two tablets to make up the missed dose. Instead, just 
•ait until the next time you are supposed to take it and 
* nen take your normal dose. . .... 

" flat are the possible side effects of Zelnorm? 

"**dache and diarrhea were the most common side effects 

J«n with Zelnorm. 

P**rhea was an occasional side effect of treatment with 
T^orm. Most people who got diarrhea had it during, the 
Srtt week after storting Zelnorm. Typically, diarrhea went 
**ay with continued therapy. If you get bad diarrhea, or if 
^ get diarrhea together with bad cramping, abdominal 
P 1 *, fainting, or dizziness, tell your doctor. Your doctor may 
you to stop taking Zelnorm or suggest other ways to 
Jjaage your diarrhea. 

|wre have been rare cases of recta! bleeding and severe ab- 
*^oittal pain in patients treated with Zelnorm. Some of 
j"* problems were related to insufficient blood flow to part 
bowel. It is not known if this was related to Zelnorm 

jfrttudies, a very small number of patients were reported to 
abdominal surgery. In IBS with constipation studies 
were a few more reports of abdominal surgery in pa- 



tients taking Zelnorm than in patients taking a sugar pill. 
Most of these were-'related to the gallbladder. It is not 
known if Zelnorm may increase your chance of abdominal 
surgery. Gallbladder surgery has been reported to occur 
more often in IBS patients than' in the general population. 
This list is not complete. Your doctor or pharmacist can give 
you a more complete list of possible side effects. Talk to your 
.doctor about any side effects you may have. 
General information about the safe and effective use of 
Zelnorm 

Keep Zelnorm at room temperature'. Db not use Zelnorm 
past the expiration date, shown, on the' jiackage. 
..Medicines are sometimes .prescribed for. conditions that are 
not mentioned in patient information leaflets. Do not use 
^liwrnii for a condition for wfiich it was net" prescribed. Do 
not give Zelnorm to. other, people, even if they have the same 
^ymptPms that you iuiveV.This. leaflet !«ramarizes the most 
important information about Zejpprm. For unore informa- 
tion, talk with your doctor. You can ask your..dpctor or phar : 
macist for information about Zelnorm that is written for 
. health professionals. You can also contact the company that 
makes Zelnorm at 1-866^27-6682 or www.zelnpFm.com. 
Inactive Ingredients: Zelnorm is available for oral use in the 
foUowing tablet foiroulai^ons: .- 

• 2-mgand 6-mg tablets jtbiister packs) containing the fol- 
lowing inactive mgredients; ; crospovidone, glyceryl mono> 
atearate, hypromeUose, .lactose monohydrate, poloxamer 
188, and polyethylene glycol 4000. ... 

• 6-mg tablets (bottles) containing the following inactive in- 
'" gradients: crospovidone, glyceryl beheriate.hypromellose, 

' -lactose monohydrate, and colloidal' silicon dioxide; 

T2004-54 

> * T2OO4-53/T2004-M 

REV: AUGUST 2004 PRINTED IN" UJSA. 8901 5305 
Distributed .by: 

Novartis Pharmaceuticals Corporation 
East Hanover/ New Jersey 07936 - 
, ©Novartis 

Shown in Product Identification Guide, page 326 



ZOMETA® 

Izd-me-ta] 

(zoledronic acid) Injection 
Concentrate for Intravenous Infusion 
Rx only 



Prescribing Information ■ 

The foUowing prescribing information is based on official 
labeling , in effect July 2004, 

DESCRIPTION ' 

Zomfeta® contains zoledronic arid, '..a. bisphosphonic acid 
which is an inhibitor of osteoclastic bone .resorption. 
Zoledronii; acid 'is ^^^ated' chemically as (l-Hy^hx*xy-2- 
miida^I-l-yi-ph6sphon<^th'yl)' phosphonie acid monohy- 
drate and i its st^^nraj fbimula is. , . . 

pcvv " ' 

OH-HiOv..: - - lifr . 
fChHa . . ■ V'...; 

Zoledronic add is a, white- crystalKne powder. Ss^olecular 
formula w ^^iid^i0^ 2 ' B^G^and its -molar mass is 
29p:ig/M6I^Zoledronic acid'fe highly sbluble in 0. IN sodium 
hydroxide solution, sparingly soluble/in water^ahd'O-.lN hy- 
drochloric acmV^and practitaSly,insoluble^in organic sol- 
vents; The pH- of S'0.7% solution of zoledrcnic'aeid hv water , 
is approximately 2.0; ¥. ; ' ' . "> *'r " 

Zom'eta05 (Mledromc acid> Injection is avhu^ble rnf viab 'as a 
sterile^ liquid c^centrate^lut^ 

Each 5;inL'vial contains 4.264 'mg of roledronic acid mbno^ 
hydrate, corresponding to 4 tag zoledronic acid on an anhy- 
drous basis: 

Inactive Ingredients: mannitol, USP, as bulking agent, wa- 
ter for injection and Bodium citrate/USP, as buffering agent-. 

CLINICAL PHAlfcMAbQLOCTf ; 'y /' 

General 



mecKanism is not completely^^lers.tood, several fattors are 
thp'ugnt to contribute to' tbis^ction. In vitro, zoledronic acid 
inhibite osteoclastic activity and induces osteoclast aj»ptb- 
sis. ^ledro'nic acid also blocks the bsieoclastic resorption of 
mjneiralized bone and c cdrtilage through its binding to bone. 
Zoledronic acid inhibits the, increased osteoclastic activity 
and skeletal calcium release induced by 'various stimulatory 
factors released by tumors. 
Pnan^nacoklh^cs ' 

Distribution ''^ ' '~T 
Single or, multiple ^'^8 days) ^minute or. 15- minute infu- 
sions of 2,'. 4, 8 or 1*6 mg Zometa® were T given to 64 patients 
with cancer and Isone metastases. The post-infusion decline 
of toledronic add concentrations in plasma was consistent 
with a triphasic process showing a rapid decrease from peak 
concentrations at end^rf-infusion to <r%"of C,^, 24 hours 
post infusion with population halMives of ti^n : 0.24 hours 
alid tj^ 1.87 hours for the early disposition phases of the 
drug. The terminal eliroinaUoii phase of zoledronic acid was 



prolonged, with very low coriCOTtratipn&iij ;plasnM^twee^ 
Days 2 and -28 post infusion, and a teraiinal elimination. ■ 
half-life t^ of 146 hours. The area under the plasma con- 
centration versus time curve (AUC^mi,) of zoledronic -acid 
was dose proportional from 2 to 16 mg. The accumulation of 
zoledronic acid measured over three cycles was low, with 
mean'AUC 0 _fc th ratios for cycles- 2 and 3 versus 1 of 1.13 ± 
0.30 and 1.16 ± 0.36, respectively. - 
In vitro and ex vivo studies showed low affinity of zoledronic 
acid for the cellular components of human blood. Binding 1 to 
human' plasma proteins 'wa& approximately 22% and was 
independent of the concentration of zoledronic acid, '" ' ■ 
Metabolism . • ' > 

Zoledronic acid does not 1 inhibit human P450 enzymes in u»- 
*ro. Zoledronic acid -does" not undergo biotransformatibn irt 
vivo. In animal studies, <3% of the administered intrave- 
nous dose was found in the feces| with the t>alance either 
recovered in the urine or taken up by boile, indicating that 
the "drug is eliminated intact via the' kidney. Following an 
intravenous dose of 20 nCi u C-zoledronic acid* in a patient "' 
with cancer 'and bone metastases, only a single radioactive 
species with chromatographic properties identical to those 
of parent' drug was recovered in urine, which suggests that 
zoledronic acid is not metabolized. - 
Excretion '" ■ '* 

In 64 patients with cancer and bone metastases on average 
(i: l B. , d.>'39 ± 16% of the admimsteVed zbledronicaciddbse 
was recovered in the urine within .24 hours, with only trace 
amounts or* drug found in urine post Day 2. The cumulative 
percent 1 of drug excreted m the urine over. 0-24 -hours'- was 
iridependent of dose. The balance of druff not recovered in 
urine over 0-24 hours, representing drag presumably bound 
to bone, is slowly released back into the systemic circular 
tiori; giving rise to the observed prolonged low plasma con- 
centrations. The 0-24 hour renal dearance bf zoledronic acid 
was 3.7 ± 2.0-l/hJ ' '] j. J ^ : .. I,'..., 

Zoledronic acid clearance was independent of dose but de- 
pendent upon the patient's creatinine clearance. In a study 
in patients with cancer and bone metastasesj increasing the 
irtfiision time of a 4-mg' dbse'of zoledronic acid from 5 min- 
• iites (n^5) to 15 minutes i'(n"^7)' resulted in a 34% decrease in 
the zoledronic acid concentration at ' the end of the infusion 
((mean ^ SDJ 403 i 118 ngAnL vs^264 +^86 ngmiL) and a 

1fWt,-Jn™!.oo in th» tnt^n} AITC' (intt 116 TIP X hAmL' VS 

m the AUC 



10%* mcrease in the total AUC (378 2: ] 116 ] _ 
420 ± 218 ng x WmLii The difference be'twej 
means , was : not statistically significant:' ' ; . . 
Special Populations 

Pharmacokmetic data in patients with hypercalcemia are 
not available. ' 

Pediatrics: 'i ' Pharmacokinetic data m pediatric patients are 
not ayailabW. . . ■ . 

Geriatrics: ' The pnarmacokinetics of zoledronic acid r were 
not affected by age in patients with cancer and bone metas- 
tases who ranged in age from 38 years. to 84 years. . 
Race:,-. -The pharmacokinetics of zoledronic acid were not af- 
fected by race in patients with cancer and bone metastases. 
Hepatic Insufficiency: No clinical studies were conducted 
to evaluate the effect of hepatic impairment on the pharma- 
cokinetics of zoledronic acid. . 

Renal Insufficiency: The pharmacokinetic studies , con- 
ducted in 64 cancer- patients represented typical clinical 
populations with normal to moderately impaired xenal func- 
tion. Compared to patients with normal renal function 
(N=37>, . patients, with mild renal \ impairment (N=15) 
showed an average increase in, plasma AUC of 15%, whereas 
patie^ witivmc^eratera 

average; increase = in 1 plasma AUC of .43%- limited.' pharma- 
cokinetic data are available for Zometa in patients with se- 
vere renal impairmentXcreatinine clearance ,<30 mlAnin). 
Bas^on rjopulation Pr^D.modeu^ risk of renal de- 
terioration appears to increase with AUC, wiuch is doubled 
at, fft- creatinine clearance, of lOrml^nin.- Creatinine clear- 
ance is calculated by the Cockcroft-Oault.^brmula: 
[See table below} 

Zometa systemic clearance in individual patients can be cal- 
culated from the population clearance of Zometa, CL 
(LA^-oXCLt/SO^VThe^ can be used to predict 

the Zometa AUC in patients, where CL = Dose/AUC. The 
average AUC in patients with normal renal function '.was 
0.42 mg*h/L (%CV 33) following a 4-mg dose of Zometa. 
However, efficacy and safety of adjusted dosing based on 
these formulae have not been prospectively assessed. (See 
WARNINGS.) 
Pharmacodynamics . 

. Hypercalcemia of Malignancy , < 

Clinical -studies- in- patients with hypercalcemia of malig- 
nancy ^HCM) showed that single-dose infusions of Zometa 
are associated with decreases in serum calcium and phos- 
phorus and in creases in urinary calcium and phosphorus 
excretion: : ' 

Osteociastic hyperactivfty resulting in excessive 1 bone; re- 
sorption is the underlying pathophysiologic derailment in 
hypercalcemia of malignancy fJICM, tumcT^mduced hyper- 
calcemia) and metastatic hone disease. Excessive release of. 
calcium into .the blood as'' bone is resorbed results in- poly- 
uria and gastrointestinal disturbances, with progressive de- 
hydration' and decreasing glomerular filtration rate. This, in 
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CrCl= ji40-aye (years)]. X weight (kg) 
~'\~' [72 x serum creatinine (mg/dL)] 



|x 6:85 for female patients) ' 
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structure of risedronate sobUum bemi-peatahydrate is the 
following: ■•w-^ ■ ■> 



, -OH 

• - ■ " d ■"* t 
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•2.5 H^O ^ 



; - . ,Mole^ar^eight; ^ - ■ ". f ^ > 

Hemi-pentahydmte: ^3Sft.l^< ? ; , ; , r. 2 
Risedronate ,sedium is, a fine^wijite. : tQ off-white, :odoriesa, 
crystalline powder. It is TOluble.m. water apdim^uepus 
solutions, and . essentially insoluble in amnion ^rgamc 
aohapnto... .v:.V ■ : - f..--i^.v. ■ • -;r ^ - 

^c^Wln^ra^i^'' '. „ 'L-.;'./'? ■ 

trospovidon^rferric oxide, red (35:mg ^ tablets only), ferric 
oxide yellow <5 and 35-mg tablets only), hydit^ropyl 
cellulose, bjdroxy^rop^rjnetiiylcjeUul^ lactose mpnohy- 
drate* magnesium stearate, miowcrystalline cellulose; poly- 
ethylene gly^l^s^«on dioxide, -titanium dioxide, A 

cumcAL-vBms^c6ix>Gt * y;\l* 

Mechanism of Action: \ - ~ V- V*" ' . . 

ACTONEL has an :I affihity for IryuWxyapatite crystals' 9 in 
bone and acts as an antiresorptive agent At the -cellular 
level; : ACTONEL r ! inhibit» osteoclasts.' The osteoclasts ad- 
here normally to the bone surfaceYbut sb^ evidence of re- 
duced active resorption (eJg^lack of ruffled border), Histo- 
morphometry in rats, dogs, and minipigs showed that 
AOTOrJEtftreatnfent red\iceS*brie turnover (activation fre- 
quency, i.e., the rate at which bone remodeling sites are ac- 
tivated) and bone resorption at remod^ng sites. - 
Pharmacokinetics: -^^^ik r?a ".-v ifVbcr : .-."C • !■ ; 
Absorption: '. : ' r ^i; ■";•.<-(• .j ■ - ' A- ; ' 

Absorption after ah oral dose is relatively rapid (tj^* ~1 
hour) and occurs throughout the upper feastrotetestiaal 
tract. The fraction of the dos? .absorbed; independent of 
dose over the range studied (suigte dose^2j£rto 30 nig; mui- 
tiple dose, 2.5 to 5 nig). Steadyr&tate conditions in the serum 
are observed within 57 days of 'daily dosing. *Iean absolute 
oral bioavailability of the 30-mg, ; tablet is 0,63* (90% r£k 
0 54% to 0.75%) and is comparable to a^sojntidn; The extent 
of absorption of a 30-mg dose (three Wmg tablets) when 
administered 0.5 hours before breakfast is reduced by 55% 
compared to dosing in the fasting state <no food or drink for 
10 hours prior to or 4 hours after dosing). Dosinr 1 hour 
prior to r breakfast "reduces'the extent" of absorption by 30% 
compared to dosing m tiig Raiting statez-Dosing ^er 0.5 
hours prior to breakfast, or 2 hours after; dinner (evening 
meal) results in a-'sumlar extenVof absorption* ACTONEL is 
effective when aa^tt^ist^^'at ; least^30. minutes^efore 
breakfast: ' ■ *' ^ ; '" : ' w : ^; / ;!' ~"V 

Distribution: ' : ' " y . ;* _ ... 

The mean steady-state volume of distribution is 6.3 L/kg in 
humans. Human plasma protein binding- of drug is about 
24%. Preclinical studies in rats and dogs dosed intrave- 
nously with single doses of [ U C] risedronate indicate that 
approximately 60% of the dose is distributed to bone; The 
remainder of the dose is excreted in the urine.- After multi- 
ple oral dosing in rats, the uptake of risedronate in soft tis- 
sues was in the- range of 0.001% to 0.01%-r.. 
Metabolism: ' ' - ■-' "l ' 

There is no evidence of systemic metabolism of nsedronate. 

Elimination: 

Approximately half of the absorbed dose is excreted in urine 
within 24 hours, and 85% of an mtrayeueus dose is recov- 
ered in the urine over 28 days. Mean renal deaiance is 
105 mL/min (CV = 34%) ami mean total clearance } is 
122 mL/min <CV = 19%), with the difference primarily re- 
flecting nonrenal clearance or clearance due to adsorption to 
bone. The renal clearance is not concentration, dependent, 
and there is a linear relationship between renal clearance 
and creatinine clearance. Unabsorbed drug is eUminated 
unchanged in feces. Once risedronate is absorbed, tile 
serum concentration-time profile is muiti-phasic^ with an 
initial half-life of about 1.5 hours and a' terminal exponen- 
tial half-life of 480 hours. This terminal half-life is hypoth- 
esized to represent the dissociation of risedronate from the 
surface of bone. 
Special Populations: 

Pediatric: , ; 

Risedronate pharmacokinetics have not. been studied in pa- 
tients <18 years of age. 

Gender V j' ■ 

Bioavailability and pharmacokinetics following ora* admin- 
istration are similar in 1 men and women, -y - 
Geriatric--* .- ' -■ .u-: "' - 
Bioavailability and disposition are similar- m elderly O60 
years of age) and younger subjects. No dosage adjustment is 
necessary..; = . ■■ - ■ / ; . ' 
Race: >■..-•:,■', •■ ' - -';*. 
Pharmacokinetic differences due :to : race have not been 
studied. K. ■«;■'.»■■■.■■ ± _ A - ■ ■ 
Renal Insufficiency: . ■>'. • -. Z , 
Risedronate is excreted unchanged primarily via! Ihe kidney. 
As compared to persons with normal renal function, the re- 
nal clearance of -risedronate Vas decreased by about 70% in 



patients with creatinine clearance of approximately 30 ml/ 
min.. ACTONEL is not recoinmeodeiilfor usev^n. patients 
with severe { renal impairment (creatinine clearance 
<30 mi/niiii)hecause of Lick <tf clinical experience. No dos- 
age^uste^t'ia^necessary in patients. with a creatinine 
dear^ce ^30 mL/min. **' .. 



Hepatic Insufficien : cy: 
No studies have, been performed to assess nsedronate s 
safety or efficacy in patients with hepatic impairment. 

is not metabolized in rat^ dog, and human liver 
preparations, tns^inficant ambiinte T<0. 1%j2f intravehouB 
dose) of drug are excreted in the hUe in rate. Ttterefore. dos- 
age aaju^eht-iruidfi^.to be needed in 'patients' with he- 
patic impairment. 

Pharmacodynamics: ... 
Treatment and Prevention of Osteoporosis in Postmeno- 

j^usalWome.^.^"-^^'-:'^^-"^ y*' '■ ' v -- ^ 

Osteoporosis is characteriied by decreased bone mass ^ and 
increased fracture* risk, mo^cen^o^ at-tiie'.spinej hip; 
and, wrist. '- ^ 

The diagnosis can be confirmed by the finding of low bone 
moss, evidence of fracture on x-ray, a feistory ( .of ofitepporqtic 
fracture, or height loss or kyphosis indicative of Tvertebral 
fracture. Osteoporosis occurs in botihi menand wompn but is 
more common among wpmph fpUow^ 
healthy.humans,.bone, '1Simfii^^a^,^or^P^ are dosely 
lhiked;.oid bone, is resbifea ^d rpplaced By ^J^r^^ 
Khe. : tn postmenopausal* osfeepoi^; broe^re^rphpn ex- 
ceeds bone formation, leading toj^; W W ^creased 
risk of bone fracture. After menopause; the risk of n^actures 
of the spine and hip increases; approximately 40% of ^0 
year-bid women will experience an osteoporosis^ relate! frac- 
ture during tb^^njai^i^uletimel 0 1 
osteoi»orosis-relaW^frUct^, ! therisk oflfa^urfc frac^ 
creases 5-fold compared [to the-risk amOng^a «6n-fraefcvfi«d 
population. ^tl I-"-- ;r - • : <i ! V: otte-t'-fr* >i^u^ * 
ACTONEL treateaent decreases the elevated rate of bdne 
turnover that is -typically seen in" postmenopausal osteopor 
rosis. ha clinical trinlff, "^nisftatinn of ACTONEL to-pefet- 
menopausal womeni^ulted ur decreases in biochemical 
markers. jof bone.turia«ver f 'mduduig.iu^ 
line/creatiniiae and urinary collagen cross-linked N^elopep* 
tide: (markers of bone resorption) . and serum bone.- specific 
flik gHpq i: phosphatase (a-, marfeer. of jioiie fbrmation)^At. the 
5-mg dosei decreases in deoxypyridinoh^e/creatia?ine were 
evident within 14 days of treatment Changes in bone for- 
mation markers were observed later than changes in re- 
sorption markETS, as expected, due to the coupled nature of 
bone resorption and bone> formation; decreases in bone spe- 
c^all^Uae phosphatase itf about 20% were evident within 
3 montJfl< nf treatments Bone ; turnover markers reached a 
nadir-ef about 4Q%' : below. vbaaeIirie,.YalueS: by the sixtii 
monlh;of treatment rflnA remained stable with continued 
treatment for up to 3 years* Bone turnover-is decreased as 
earty as 14 days and maximally withm about '6 : 'months bf 
treatment, with achievement of a ^nw steady-state -that 
more nearly approximates the_rate:*fJ>pratujT^ 
premenopausal ,wbmen. In. a t l-yeM studgjomparing daily 
versus weekly. oral ^^■r^$i^^<^fW'^ ^ 
treatment of osteoporosis' in postnienopausal. women; 
ACTONEL 5-mg'daily an^^CTO^n^35-ing fince a,week 
decreased "ui4n^^ h 7 
66% ' and 61%, resp^Ve^^'additi^ bbne-sjfecific 
aKaline phosimSt^^was^also r^uced by 42% an(i 41% m 
tiie ACTONEL "5^-mg;. dafljr ' a^'A<t7ro^L^r^.*^ ? 
week groups, respectively ACTONEL is. not : ffL .&ti«gen and 
does not have the benefits and risks of estrogen' therapy. 
As a result of the inhibition of bone resorption; asymptom- 
atic and . usually transient decreases from basehne hi. serum 
calcium (<1%) and seram phbsph& <^^-^ 
tpry increases in serum PTH leveb (<30%) wer^^eri/ed 
within 6 'months in patients In ostebporbsis cuntcaL trials. 
There were no significant differences in^ seriu^ ^cjum, 
phosphate, or PTH. levels betweeirthe ACTONEL apd pla- 
cebo groups at 3 years. In a 1-year study comparing daily 
versus weekly oral dosing regimens W ACTONEL m- post- 
menopausal women, the mean changeslfrom baseline at 12 
months were similar between the ACTONEL 5-mg daily 
and ACTONEL 35-mg once a week groups, respectively, for 
serum calcium (0.4% and 0.79fej, phosphate (^3.8% and 
-2.6%) and PTH (6.4% and 4:2%): , ; 
GiucocorticoioVInduced Osteoporosis:^ tl 
Sustained use of glucocorticoids is commonly associated 
with development of pst^porosis land. resulting fractures 
(especially vertebral, hip, and rib). It occurs in both males 
and females of air ages. The relative risk of a hip fracture in 
patients on >7.5 mg/day prednisone^ more than doubled 
(RR - 2.27); the relative risk of vertebral; fracture is in- 
creased 5-fold (RR = 5.18). Bone loss occurs most rapidly 
during the first 6 months of therapy with "p^rsiste^^but 
slowing, bone loss for as long as glucocorticoid' titierapy con- 
tinues. Osteoporosis occurs as a result of uihimted bone for- 
mation and increased bone resorption resulting in netrbbrie 
toss. ACTONEL decreases bone resorption without directly 
inhibiting bone formation. • ' 

In two 1-year clinical trials in the ttreatment and. prevention 
of glucbc«rticoid-induced osteoporosis,' ACTONEL *5 mg de- 
creased, urinary collagen crossTlinked N-telopeptide (a 
marker of bone resorption), and serum bone specific alka- 
line phosphatase (a marker of bone formation) by 50% to 
55% and 25* to. 30%, : . respectively, within 3 to 6 months af- 
ter initiation of therapy. 

Pagefs Disease: ' * , . 

PagGte disease of bone.is a chrome, focal skeletal disorder 
characterized by greatly increased and disordered bone re^ 



modeling. Excessive catecclastic.bone resorptmn is followed 
by osteoblastic new bone formationi, leading :to the replace^ - 
meat of i the^iionnat bone architecture by disorganirea, en- 
larged, and weakened bane structure. -j _ '- V, 
Clinical manifestations of Paget'a disease range from iw 
symptoms to severe bone pain, bone deformity, P&thological 
fractures, and neurological disorders. %ri mi alkaline phosr 
phatase w the most frequently used ttochenucal marker of 
disease^ctivity/pro^des^^ measurifof disease se- 

verity and lesp^rfse to therajpry.;! V 1 ' ; " 7-.^ T \ f . ' „ :' ' 
In paretic patienW treated with ACTONEL 30 togyday for 2 
months, bone turnover returned to normal in a majority of 
patients as evidenced by significant reductions in serum al- 
kaline phosphatase (a maAer 9? jj**"^; ftn^tiflnJtVand^.in 
urinary hydroxypie^e/creatinine. and deoxypyridinoliixe/ 
creatinine (Eoarkers, of bone resorption^ B^qgranhic struc- 
tural changes of bone lesions, especially improyemeat,of,a 
majority of lesions with an osteolvtic^fj^mt in'.weight- 
bearing bones, were also observed ( after- ACIIONEJt toeat^ 
meat In addition, bistonidrphpn^^ti^o^ta.^rovider^^ 
support that ACTONEL can lead to a more normal bone 
structure in these patients. . ; : , .6 : . . 

Radiographs taken at baseline and after;6,mbnth# %m pa T 
tiente treated with ACTONEL 30 mg daily demonstrate 
that ACTONEL decreases the extent of osteolysis in both 
the appendicular and axial skeleton. Osteolytic lesions in 
the lower extremities impronr^Q*, 1 ^^ 
(94%) of assessed patients; S/16 <56%) patients^hawed clear 
improvement in osteolytic lesions. No evidence,e£ne ; w fracr 
tures was observed. 

CLINICAL STUDIES -j;-.^-. 
Treatment of Osteoporosis in postm^pausat^omen: v.. 
The fracture efficacy of ACTONEL, 5 mg daily , in, ^treat- 
ment of postmenopausal osteoporosis was <^mo nstrated , in 
2 -large, randomized, placebo-controlled, double^bnnd stud- 
ies tiialt enrolled a total ef almost 4000 postoienopausal 
women under similar protocols. The Multinational ^stiidy 
(VERT MN) (ACiX»TEL^^ig, n = 408)iw M ; inducted, pri- 
marily in Europe and Australia; a second study was con- 
ducted in Nor^ America (yERT NA). (ACTONEL 5 mg v 
n = 821). Patients were selected on the basis of radiographic 
evidence of previous vertebral fracture, and tiierefore,,had 
established disease. The. average number of prwalerit ver- 
tebral fractures per patient at study entry'was^ in VERT 
MN, and 2;5 in VERT-NA, : with ; a r *road range ' of baseline 
bbhe 1 miherar* density (BMD) levels; All patients in these 
studies received supplemental caldunf lOOO' mg/day. Pa- 
tiendi With low* vitamin D levefi (approximately 40 nmoi/L 
or less) also received supplemental vitamin 1) 500 IU/day. 
Positive effects of ACTONEL ti-eatinent oh BMD were also 
demonateate^ ^r 'each b'f 2 :, iarge; rahdo&ited, placebo- 
controlled trials (BMD MN and BMD NA) in which almost 
1200 postmenopausal women (ACTONEL 5 mg, n = 394) 
were recrurted on the basis of low lumbar spinf ;bone mass 
(more than 2 SD^belqw tiie premenopausal mean) rather 
tiiL^a'iustory of vertebral fractiireV ' 1-2 : " 1 V '. 
ACTONEL 35-mg once a week, .{n =J85UW.«nowri to 
be therapbutically equivalent:"^ ^At^NEL S^nig daily 

- (n = 480) in a 1-year, double-blind, multicenfer study of 
postmenopausal women with osteoporosis. InTthe! primary 
efficacy analysis.of completers, the meanjincieases -from 
baseline in lumbar spine BMD at 1 year wen-gArlKS-T. 4.3; 
95% confidence interval £CH) in.<the S^ng daily group (a = 
391) and 3.9% (3.6, 4.3; 95% CI) in .the 35-mg oMe.a week 
group (n = 387) and the mean d^ereace^between-5 Dig daily 
and 35 mg weekly was 0.1%<-0.42, 0.55; 95% CD, The re- 
sults of the intent-to^treat analysis ; with the last observa- 
tion carried forward were consistent , the .primary effi- 
cacy analysis of completers. Tbe 2 treatment groups were 
also similar with regard to BMD uicreases at other skeletal 
sites:' ■;. .;; .,(£".'■.•-«':■•• ' 

The safety and efficacy of once weekly ACTONEL 35 mgui 
women without osteoporosis ^.-currentiy- being studied, 
but data are not yet available 1 ." ? " " \ 
Effect oa Vertebral Fracture^:' 1 . ' 
Fractures of previously undeformed verte1)rae : (new -frac- 
tures) and worsening of preexisting ^.yextebral- fractures 
were diagnosed radiographicalry; some- of these ftacturea 
were also associated with symptoms (U.; clinical fractures). 
Spinal radiographs were Bcheduled jannually and prospec- 
tively planned- analyses were based, en, *he time to: a, pa- 
tient's first diagnosed fracture. The primary endpointvfor 
these studies was the incidence of new and worsening ver- 
tebral fractures across the period of 0 to 3 years. ACTONEL 
5 mg daily significantly reduced the incidence of aew 
worsening vertebral fractures and - of new Vertebral : frac- 
tures in both VERT NA and VERT MN^at -flU^me 
(Table 1). The reduction in risk seen, in the subgmup.a; p? 
tients who had 2 or more vertebral fractures at,etudy entry 
was similar to that seen in the flyejrall stujdy. ^jwlatiqa. ,.; 
{See table 1 at top of next page].: * v - , 4f? ■ • ■ i :ir -- 
Effect on Osteoporosis-related Nonvertebral Fractures: 
In VERT MN and VERT NA, a prospectively P^°f!^ 
cacy endpomt was defined consisting of all radio^plMcauy 
confirmed fractures of skeletal sites accepted as assoa&tw 
with osteoporosis. Fractures, at these sites were collect!^ 
referred to as osteoporosis-related nonvertebral fractures. 
ACTONEL 5 mg daily significantly reduced tKef ihcidence<» 
nonvertebral osteoporosis-related fractures over 3 years^ 
VERT NA(8% vs. 5%; relative risk reduction 39%) ahdw 
duced the 'fracture incidence in VERT MN from 16% to- 11^ 
There was a significant reduction from 11% to 7% when tw 




information will tw superseded by supptomentf andsubsi^em edition* 
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'^^VCtWoaJ Dantriun* inay be. used postoperatively to pT&- 
or- attenuate the <ireci3^ of malignant hy- 

' oeftbernua when oral Dairtriuro administration is not prac- 
^ fypX. "Hue (.v. dose of j^ntrium 4fi the postoperative period 
'i -ffost be ind^adual^ed* starting with i l,mg/kg or morels 
£ ^the cSnjeal situation dictates. ., ,■ . 
^ARATTpfyi.: , 

ggeh vial of Dantrium Intravenous should be reconstituted 
}ij adding 60 mL of sterile water for injection VSP (without 
g bacteriostatic agent), and the vial shaken until the solution 
it dear. 5% Dextrose Injection USP, 0.9% Sodium Chloride 
Injection IJSP, apd other^^dio solutions are not compatible 
ffith Dantrium Intravenous and should not be used. The 
contents of the; vialmust be protected from direct light and 
gscd within 6 hours after reconstitutipnj Store reconstituted 
gohrtions at controlled room temperature (59°F to 86°F or 
15*C to 30*C). — - 

g0canstituted Dantrium Intravenous should not be trans- 
ferred to large glass bottles for prophylactic infusion due to 
precipitate formation observed. wiflk ti$e>nse.'af £qn)e glass 
bottles as reservoirs. 

far prophylactic infusion, the required, number of individ- 
os) vials of Dantrium Intimeno^.shpiu^.b^.re^p^tu^ 
as outlined above. The contents' o? in<KviduaJ vials are then 
transferred to a larger volume sterile intravenous plastic 
bag. Stability data on file at Procter & Gamble' Pharmaceu- 
ticals indicate commercially available sterile plastic bags 
«re acceptable drug delivery devices. However^ it is recom- 
mended that the prepared infusion be inspected carefully 
tor cloudiness and/or precipitation prior to dispensing "and 
administration. Such solutions' should not be used: While 
\ stable for 6 hours, it is recommended' that the infusion' be 
prepared immediately prior to the anticipated, dosage .ad- . 
ministration time. 

Parenteral drug products should be inspected VWafiy for 
particulate matter^and discoloration prior to administra*. 
tion. • v ; <■' 

HO W SUPPTUIEp 

Dantrium mtravenous.(NDC 0149-0734-02); is available in 
rials containing a sterile lyophiHzed mixture of 20 mg dan- 
trolene sodium, 3000 mg mannitol, and sufficient sodium 
hjdroxide to yield a pH of approximately . 9.5 when reconsti- 
tnted with 60 mL sterile water for injection USP (without a 
bacteriostatic agent). - ' < . ^ . 

Store unreconstatuted product at controlled room tempera- 
ture (59*F to 86'F or 15"C to 30*C) and avoid prolonged ex- 
posure to HghL -t : .; •• . 

Address medical inquiries to Procter & Gamble Pharmaceu- 
ticals, Medical Communications Department, PO Box 8006, 
Mason, Ohio 45040-800£ - 
Tb place an order, call Procter & Gamble Pharmaceuticals 
Customer Service 800-448-4878. 

Mfg. by: Ben Venue Laboratories . *~' ; - - t7 : . 
Bedford. OH 44146 

Dist. By: Procter & Gamble Ptiarmaceuticals, TM Owner, 

ffnrtnnflti, Ohio 45202 . , A " V 

REVISED MAY 2001 ~ '' ' 



DJPRONEL® R 
Ntidronate disodium) 

DESCRIPTION ■ , 
Dtdronel tablets contain either 200 mg or 400 mg of 
etidronate disodium, the disodium salt of (1-hydroxyeth- 
yfidene) diphosphanic acid, for oral administration. This 
compound, also known as EHDP, regulates bonejme'tabo- 
fism. ][t is a white powder, highly soluble in water,, with a 
molecular weight of 250, .and the following' structural 
formula; . . < .. 
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kuctrve Ingredients: lEach' .tablet contains magnesium 
stearate, microcrystallin'e cellulose, and. starch. 

CLINICAL PHARMACOLOGY 

Didronel acts primarily on bone. It can inhibit the forma- 
tion, growth; and dissolution of hydroxy apatite crystals and 
their amorphous precursors by chemisorption to calcium 
phosphate surfaces. Inhibition of crystal resorption occurs 
at lower doses than are required to inhibit crystal growth. 
Both effects increase as the dose increases. 
CHdroheJ is not metabolised. The amount of drug absorbed 
•fter an oral dose is approximately 3%. In normal subjects, 
plasma half-life (t^j of etidronate, based on non-com part- 
mental pharmacokinetics ■ is 1 to 6 'hours. Within 24 'hours, 
approximately half the absorbed dose is excreted in urine; 
the remainder is distributed to bone compartments from 
which it Is slowly eliminated.; Animal studies have yielded 
bone clearance estimates op to 165- days. In humans, the 
residence time on bone may vary due to such factors as spe- 
cific metabolic condittpn'and bone type. Unabsorbed drug is 
excreted intact in the feces. Preclimcal studies indicate 
etidronate disodium does riot cross the blood-brain barrier, 
ttdfoml therapy does not adversely affect serum levels of 
Parathyroid hormone or calcium. 



Pagetfs Disease: . . Paget's : disease - of bone (osteitis "defor- 
mans) is an idiopathic, progressive disease characterized by 
almnrmal and- accelerated bone : metaboHsm in • one Or more 
bones: Signs and symptoms ' may include bone pain and/or 
deformity, neurologic disorders, elevated cardiac output and 
other ; vascular* disordersp and increased ■ serun*/ alkaline 
phosphatase and/or urinary r hydro xypr oline levels/ -Bone 
fractures are common in patients with Paget's disease; 
Dktronol slowsraccejerated bone turnover (resorption arid 
eccretiah) in pagetic lesio^ a lesser extent, in nor^ 

mall bone. This has been demcaistra ted histologically, scinti- 
graphically, biocbfemicaDy.^and through calcium kinetic and 
balance studies, Reduced bone -turnover is often accompa- 
mectby'eymptomatic improvement, including reduced bone 
pain. Also, the incidence of pagetic fractures may be re- 
.dwced;:a^' elevated-cardiac W vascular dis- 

orders may be improved byi Dfdronel therapy. 
Heterotopic Ossification? ! Hetei^piciossincatibn, also re- 
ferred to as myositis ossificans" CcirturDseripta, -progressiva 
CTTtrnTDztatiea);:ectc^fctta^ ossifica-' 
tion^' orparaosteoarthropathy-y'i^ by metaplas- 

ticibsteogEnesiB; It usually presents' with signs of localized 
inflammation or pain, elevated skin temperature^ and red; 
nese. When tissuesinear^oint^are^invorved^iu^ctib 
may also be present. , tU-ibh:" 

Heterotopic j ossification ?may ioccur for no ; krj pwn/re ascai as 
in myositis ossificans progressiva ^may. follow a 'wide va- 
riety of surgical, occupational/ and sportB : trauma (e;g., hip 
arthroplasty, spinal cord injury>: head injury, -linrns,! and se- 
vere thigh bruises). Heterotopic ossification, has: also: been 
ebservetl in imh-traumatic conditibns'(e^g., mfections/cptthe 
central nervous system; peripneraf neuropatJhyt-tetanus; ^bil- 
iary cirriibsis, Peyronie's diseased asiwelj.'as in -association 
with; a variety of benign -anii maiignant^ieoplasms) • -: I v. 
Chnical trials have demonstrated the efficacy of. Dklronel in 
heterotopic ossification fcJlowing r totalj hip replacement, or 
due to spinal cord injury. ' ^ -.- 

, ^ Heterotopic ossification complicating 'fatal Hip reptace- 
merit ty^caDy develops' raQh^ograp&callr 9 %o 8 weeks 
postbj^ti^^ ti^^ftar^ 
.. hip jomtyTn\e" J 6^¥rail' mci^encV.is about 50%; about 
? one^hird of ^se^case^ are clijucatly sigia^&Lnt. uu *' 
— Heterotopic ossifuMtion' H'ue to 'spinal cord ' tn^jury typi- 
cally develops. r^ogrtphYciUy':! to^ after in- 
jury. It occurs below the'-level of mjn^, usually aH' ina- 
jor joints. The overall incidence is. about ;40%; aBbqi 
■ one-half of these cases are clinically srgnificam^ 1 
Di drone! chemisorbs to calcium hy^rbr^patite cr^tals a£cl 
their amorphous* precursors, blocking the aggregation, 
growth, and mineraJiration 6f/t±iese ^sTtafis: * TbiT^ 
thought to be the meclianism by wliich; D«^ne1.preveri^W 

r*>tflrrl«i Vi*>t^»rr»fnnir . rx:«ifir-i»tinr» Tttdni- n '*nn' evidence 



retards^ heterotopic, ossification. TheW^.is : *rib 
Didrorie"! affects maWe' heterotopic Donel ' ™ >^'- 

£O)ICAT10NS AND USAGE 

Dtdronel is indicated for the treatment of symptoma tic~Pag- 
et's aisea^^bone ^and mJtneipreVention ahdixeatinent of 
heterotopic ossification f(dkrwingMota] hip replacement or 
due to spinal cord inju^^pidrjo^etiis n^ the 
treatment of osteoporosis. 

Pagets Disease:. . DioVbnef is indicated for the treatment of 
symptomatic Paget's disease of bone. Didronel therapy usu- 
ally arrests or signincantiy" J m~p^es 

evidenced by: r. -,qi - l-'-i " -f^ -.' 

— : Symptomatic relief, including' decreased -p^ri'^andTbr 
increased mobility (experienced by 3 out of^ pa'fienls). 

— Reductions in serum alkaline phospLhatase?'iild uri- 
nary hydroxyproline levels (30% or more ii? 4 W offe 
patients). " 

— Histomorphometry showing reduced numbers of 
osteoclasts and osteoblasts, and more lamellar bone 
formation. 

— Bone scans snowing reduc^^racUonuclide'upt£tke>at 
pagetic lesions. ^ ■:■ i: : i -:i 1 ; 'si • . * . : - ■'. •. "■ 

In addition, reductions in pagetically dev^aied cWdia&ouV 
put and skin temperature have^beenLotserved in some 
patients. : . ; -»J ;. 
In many patientsv^e disease procesiTwiil Be suppressed for 
a period of at least 1 year following cessation of therapy^ The 
upper limit of this period Tias Mint beetf 'ddierin&Bd.^ - 'V ' ^ 
The effects of the Didronel treatment in patients with 
asymptomatic Pagets disease have not been studied: 'How- 
ever, Didronel treatment of such patients may be warranted 
if extensive involvement threatens irreversible neurologic 
damage, major joints, pr jena^or weigh^bearingjbones. .... 
Heterotopic Ossification:* bicfrohel is mdicated in tile nnf 
vention and treatment of heterotopic, ossif^tion foUpwi^ 
total hip replacement or due to spinal 'cord injury. 
Didronel reduces; the incidence of chnically impprtant het- 
erotopic bone by about ^orthirds. Ampng t those . patients 
who form heterotopic bone, Dtdronel retardsjtile progression 
of immature lesions and reduces the severity by' at 'least 
half/FoHow-up > datatat least 9 montliS posttherapy^ suggest 
tbese^beh'efita'pe'rsist ! '""- : ['W,6 > .,-i,. t - 

In total hip replacement p&fenis, Dtdronel does' not promote 
loosening of the prosthesis or impede trochanteric reattach^ 

' nM * m Y:> :> ■ . .;-q,. r,.:, .-' • 

In spinal cord injury patients t Didronel does not nilubit frac- 
ture heating or stabilization of the spine. ' , . / . " : ; , ; 

CONTRAINDICATIONS ; ; . - - ■ - 
Didronel tablets are contraindicated iq patients^nth known 
hypersensitivity to etidronate disodium ar ni .patients with 
clmicafhT overt nwtj-oi rifl lncift 



WARNINGS inr- r * -■•■rv^Six2 

Pagets Disease: In Paget's patients the response to" ther- 
apy may be of slow onset and continue for months after 
PliclEOTBf^ti^^py,^ no*,be.inr 
. creased. prema^njrely v A dOrday.d^g^free interval should be 
pni^;%^e<^ ' v,^ 3 

Heterotopic Ossification: No specific warnings, . . y :ti ..... " ; • ^ 

. EREGAJUTIONS^; -^t p. ::u j 1 . . m£ ; ; ?i :s ( , : «,C- 
General: -^tients^enbnld maintain ran radecjnate^TOdaar 
t^iiaj ; 1 s^us, particuiarlyFan aoVquate intake of calcium 
and,vitamjnjth w : U^:f-. : o.hA.-- i ^ : -; -.u , ..-\. -A i\ 

Therany^has been- withheld Jfrom somg^patients with enteror 
cgUtis.-Bmce, ^arrhe^mayj Jtie exp^j^M^, ^ at 



■Kdro^is not ' me'tafeoi^d' ipf w. '^^^-iniaM^'.&te 
kidne>r;Hvpeirho9p)iat«nTia may' occur ; at Hoses of 10 to 
^ f ^k^.^gKrk#^ j a^ 
mases^tuftfioFrea^ Serum phos- 

phate levcfls' ge&erfilfy ^ to4 Weeks ftst- 

therapy. THeVe isXriS- experience to speaficairy ! gmde 
treatment f in pallerite^wrt^Mmpaired ^renal' function. 
Dktrortol doeage. Bnodltr^ reduced when deductions itf glo- 
. merruarnitratioti rates arepresentopatiefi 
pairmeiitratonM.bejciosEiy oeuo^ 
10%of patiffotsmclmicaltria^ 

(etidronate disodium) for hypercalceniia of malignancy; 
casional, mild-to-moderate abmn^aafities^nijixns^iij^ 
(increases of > .6.5 mg/dl serum creaunine) were'-'observed 
durmg dr in^eb^te^^ v^o -wjbbr.' -' T 

Didronel suppresses rjohe'Wfedv^^d-niay 'retard imrier' 
ali^tion of bst^H'lakl do^ during ^ 
cessl' These effects are^d^ aad^ 

which may, accumulate noticeably at dode^ of 10 to 2(r mg/ 
l^d$y,>miberaG2es normally goSttiierapy. h4 r p-atients with 
fractures; especially Of ^6ngfbor*s;*rt-:*Qay be 
defa# or^ interro« tteato^ 

Phgetb Vhoase: r& Pa^tV patients/ ti^atment Wgim 
exceeo^ng^t^ reccinmende^ DOSAGE AND ADMINIfr 
TRATION 'd^y \malfimum dose of 20 nig/kg or ^oiitinubus 
administratiorj'of (medicatiori' for periods^ greater= than -6 
months' mayf he : associated ■ with ostebniSflacJa >'and can? iirv 
creased risk ctnfraetare: :. ^;\s c- .t : • ■ :■ "i ;-: .*- ■ 

Long^benesipxedominantly affocted-jby h7ticJeskms;paFticu- 
larly in. thbsecpatieh'ts -. unresponsive • to ■ Didronel therapy, 
may/be respecialiy. prone to'iractureji.rr.:^- pic---* ■ 
Patientsr with pTn^narnantly lytic .-lesions, lshiraldt.be 
monitored ;radi«graplucafiy^^d biochenaically *to permit 
terrnination.^4>idronet!mvthbse;.pati 
txeatmeotev '^ar-.b;, : .* «i I....... ; » <■•< ;..y:>j«ft 

Druu m^teractions:. Tb^n luve be^fisolaied reports of pa, 
tients.experiendng^ancres^es mi their T prc4brconbm times 
when etidronate wasiad.ded to warfaiHQ therapy. The major- 
ity-of fthese l^porte.ieoscerhedi^arrahle elevations: in pro- 
thrombinvtiiDjes. without sequelae^ Air 

tfabugrr^fc relevance af these reports and any.mechafrism of 
, coagnlation^a^terations /ii unclear; patients, o^, warfarin 
should haVeithjeirrpxotbrton^ .-Ir.f t 

Carpnogenesi^^Longyterrn studies in rats, have indicated 
thatBjcIroneMs.^.ca^ y ;J ; -»n 

PieflJMncy: TeratogefRc£ffectK i Pregnan^.Gategcry.CuIn 
teratology r arid?dggelopmRntril vtoxicityiatndies <condnctedSah 
rats and rabbits tieatediwith dosages of . «p\te;100.mgAg'<5 
to 20 times the clinical dose), no adverse or teratogenic oef- 
lects^ba^rbeenicobserved *in tbe.^pffgpring. ^tidriMiate 
3ispdinm:lwi^jsJ^^ tocauae GkeJetaJtaJ^&nnahties in 
. rata,yjr)ben^eiiia> i ^ 

times the human dose). Other je^ecti^jcfi^th^rof&pr^-^i- 
duding decreased. Bye births), are at dosages tha|,ca t use. sig- 
nificant toxicity in the parent generation ana* Ibe^i&Ho'SioO 
times the human dttwpfng skeletal leffectsiare thangbtta be 
the resuk of the pharmacological effects or^exirag oA bone: 
Bis^hosphorngtes^areiinj^npoTate^ fa the "bone tnatarixv 
from:where they-;are gxaduallyi'released -overi^periods :uf 
weeks to years;vTherextem^ cf bisphospho^ 
. into akdt bone^and hence, ^ the amounievailable for release 
bacfcmfQ.thfe.systenMC circ^ to the 

total dose\ajirfI:diirutiD^ 

there are no data oir fetal trisk: m^uinans, bisphc^piionates 
do causerfetalch^armvm.'animalB, and ajmnahdata mtggest 
that -uptake oft bisphosphonates into fetal bone is greater 
than rato matenmf..boneV<I1^ is a thfeoreticid 

risk of fetal harm-<eig;7 akdetatancl other abnormalities) if 
a wom&b^bec^ea pregnant afW completing a course of bis- 
phpsphonate therapyT'The impact of ^variables . such ai^time 
between. cessation of Kipiic^pBonate'theraipy'to concep 
the particular bisphosphon ate used, and the route of ednum 
istration :(ifatiravmwus versus dxafron this risk has not been 
established .■ ■ ■ 1 . : t> " « ^ . •-» z .■! ■ ; ■ vi j * r ,5. " /: " ' ? c -xi " • ; <»- •; 
There-are no adequate .and weJlTControued/stadies in preg- 
najit wOmenirDk%omrf(etidronate disodium) should i>e used 
during pregnancy only ; if the potential benefit Justifies: the 
PQtentt&nsfcto tbedTetas..--''.'. tr. »5-«.-ti ■•>. I. '.-■■>•' 

Nursing, Mothersi j ^t is not kntfwn wJbether 4his drug is ex- 
ci^te4 i^^tniian,miIk.;B 

hmnajj,grulk- can1^ f sbHouJoij^ exerc^ed .when Didronel js 
administered tp .a psjsing; womaiu . ; , : , „ ;; ; . - o:. ■ . 
Pediatric ; l^j . . Sajfety f and effecti^ in pediatric pa- 
tionte; feayo no( be^n estahhshed.. fediatnc . Ratients. have 
been treated with Didronel, at doses recommended Jpr 
adults, to prevent heterotopic oes^c^tipns or soft tissue cal- 
cifications. A rat&tic^sytamnie^^ 

quently. Qt doseff of 10/xng/fcg/day and mbre for prolonged 
periods approaching, or exceeding a i year: The epiphyseal 
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32i* rK>SAGEtAM> ADMINISTRATION . 
G&ri^el ^Gr^BHtrtiiiFb^Si^ffed to the>ffe^ are^f'lWice 
'ftrecteTby .a-pny&aak. Tlfer 



. . ... _ „ There is 'n^vecnii- 

g^:frf|?^fc^jfi^S'^^ i&JgHe£ ^ge 

m'any patient tha^Has'la 
^RfylSfS^ '^tePflfi^? ot. allege. «abti<jMa;,to 

-^^^^^M^i^^e.'iWMf 'diu^jpregnancy or , on" children 
yglira iinct flnffer)^ npV been established, » ; . - . ~ , ~\ . ' 

which may produce unwanted cosmetic eflecteif not. used as 
directed. The physician should be fan^iliar^itJh thereon tents 
' oiTti^is h^ri .before, prescribing or ; ' dispensing ,tUs 'mraica- 

^^^^.^'^^'K^ti^i'li^^.iuin^ Ciai$^'C^e|nVby 
.,appb^ge^6flai&^ 

die^k witto^'ho^ iknei £ ci^tr^d$$- 

^tion^ butwhere, t&re.j& itdb^^eside jfoormatijrii, ox «i^e$- 
^yc^ iBflammatory. response ..furtker trea^ent]js not j&d- 
vis^. &oso patient ?s^ is reconmiende^. .Contact 

with the eyes should be avoided. If too lightening effect is 
noted after, two months' of treatment, ase «f Claripel Cream 
: i&ta*4$he ^Hs^tinued Claripet Cream is formulated for 
use as a treatment for dyschromia and should not be used 
^ibt the prevention of siinbrini.''-' : : ■ >' ; T L -\ : '■ . : - ; j "\ - ■-■ " i 

'^tdschieu ^ j^^is ^! : fes^tial suspect, of hj?drocjpHnone 
rffi^^^^^ie^^Jse everi muti^al^euplight Bti^tauja melanofcy- 

_n$»ssa^iun ^rotectiop dining therapy. Dunu^ and after 
"tj^^'.tf ClaH^ shpi^d'be'Junited 
or. eunrprotective clothing should ' be^ used : 'tp coyer the 
treated areas . to prevent repigmentation. P . r . , r . . , ; ... 
J>. .- geep this and all medications out of me reacli bf chil- 
<5£^nl r 3n case of accidental ; ingeistfca, : contact a' physician or - 
a poison control center iminediately.' " ' '* " : • 
E. WARNING: C^t^iris solium me tabisulfite, 1 a, sulfite 
tha^ iftay, cause aDergic-tjrpe., reactions including.anaphylac- 
>tic^£yniptonis;«u3d'.ff 

episodes in certain susceptible people. The overall i preva- 
rlence'Jcfisum^! sensitivity^^ tih- 
4no^ attd probably low. Sulfite sensitivity is seen more fre- 
^queaatly .^n aithinatie^flian in- ridn-a^tiimatic people. .;.= --.*.- j 
& On rjare occasions, a "-gradual blue-black darkening' of , 
"we 'skm ; miy t ; occur. tiiV which c^e;Si^"pf .'Ciaripel "Cream 
S^ouSl bejifisc^^ued a$d g physician contacted nnmedi- 
kteiy.' ' ■ > ' :MJ, ' < - "*'* • "Z' ' 

Vn^-»M3CAUTIONS ^ - ' • : • ^ 'i 

SEE WARNINGS ^0? ' 

A. ' •^Pi^gBancy rCategorysC: Animal i reproduction studies 
have not been conducted with lopical-hydroquinone. It'-is 
^30^110^ knowif whether hydroquinone can cause fetkl harm 
when used topicaUy on a pregnant woman' or cairi 'affect re- 
productive capacity. It _is not known to what degree, if any, 
topical' hydroquinone is absorbed systemically. Topical 
t^dtaquinone should' be used .in.-. pregnant women only 
Vheie dearly indicated. 

B. - Nursing mothers.-; ,,It .is. r\ot kaown- whether, topical 
hydroquinone is" absorbed or,ezcreted m^uman milk,: Cau- 
tion is advised when hydroqprinone- is used, by a nursing 
mother. 

C. Pediatric usage: Safety and effectiveness^ in pediatric 
pat^j^; below the ; age of 12 years have jopt been estab- 

VOL ADVENE REACTIONS ■ " - : 

N^'sTsie^c. reactions.haye been "reported.^ pccasional cuta- 
neous ^y^rsei^ilivit^ (localised contact dermatiti^) may 
occur, m which' case the medication slibuld be discontinued 
and^Uie physician notified uumediately. . v ., .. ( 

IX. > OVERDOSAGE r 

There have been no systemic reactions . reported from the 
use of topical hydroquinone. However, treatment should be 

■ limited to relatively; small areas of the body at one time, 
since some patients experience a .transient skin reddening 

' and a mild burning sensation which does not preclude treat- 
ment. '■' 

X. HOW SinPPUED . - -j 
: Glaripel Cream is available 

aafoDows: ■ 

. v' 

. ;. -y .. 



ClilNDETS® . > -•.v:-,;r-.^.^ • 

tCIindamvcln Phosphate Pledgets) - i- 

'equivalent to 1% cfii^rtiycln ^ 

(10 nlg/mU'^ -'v : " ! ' ■.■•■'■»^v:jj- 

FOR"* EXtERNAL'lJSE'pNLY 



.Tube Size 
. 28 gram 
45 gram 



NDC Number 
0145-2616-03 
0145-2516-05 
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Claripel Cream should be, stoned at controDod room temper- 

■^skms &^jc<GRr?er,F). . .. ;U <--.. , .. . V • .' 

iPatenVPendmg ... ... ... t .> 



©JBSCJtlPTIOHv >,i- V . . . . • :: 

<CTmdet^ ; f<]^ Pledgets) contain chn- 

: damydn phosphate/ OSP - at : a concentration -equivalent to 
10 mg clihdamycixr per milhliter in a vehide'of isoprtpyl ai- 
cohpl 52% ( v^propvlene glyMT1aid l ^kter. Each 'CWets* 
; pieaget ap^'hCTt&V^tiniis appT^ro^tyy 1 ;^'.jof:Clinda- 



ClmdanSycih phosp^ ester of th^ semi- 

synthetic aiu^oti^pl^Ucea"rb^ ! 7{S>*chlbro4^b^^tiitinn 
ot ihii 7^>*yV!r^^^;of^ pari^t'a^b^Stic^cofey^ 
cin. It occiiri as, ^Vhite^to off-wh^te^hyjgro^pic^'c^^ 
_ )^&^p^e^f ^lupie ii» water, shgiatly soluble in-'ds- 
hydra te^d alcohol, ^ very tr s^^tiy soluble in/acetene and prac- 
tically insoluble m dJorpform^ bemsfehe, and etiief: Clinda- 
mycin pbb^pnate js ; ocforiess or practi<^y odorless, and bits 

. abitt^taste:' ["'/•; : \ 

^emically, '.clindamycin i ^na^h'ate.. is C, ^JH 34 CIN 2 0 8 PS. It 
has the following structural formuTst; *'*'■;' 




The chemical name for clindamycin phosphate is Methyl 
7.^^01076, V^trideojyj^ 1 -me&y^^^an*^pTbpy^t-2-pyr- 
rohdmecarboxamido)-l-thio-i^(fcreo^^D>^a^rforoc^ 
side 2-(dihydxogen phosphate). (MW=s504.97) ^ ; . . 

CLTNICAL PHARMACOLOGY ■ _ :: l; *\ 
Although dmdamydn phosphate is ma<Aiye^ m vitro, rgpid 
in &ivo hydrolysis .converts this comjxiuiidte the' antioacte- 
rially active clindamyem. . .'Z. \t 

Cross resistance has been demons^te^ibetween cDndamy- 
cin .an^d bleomycin. -, . ■ 

Antegoiiism has been deuH^ira ted between ctjndHmyan 

and elrytbromycin. . " V - r "_ * . 

FoDowing multiple topje^ apphcations of dindaniycin phos- 
pnate. at a conc^trati^fi .equiyaYent' to . 10. mg dih4amycin 
per mL in an isojjrop^l alcohol and wa^.soiutfon| very, low 
.levels of clihdamyoji ^ pr^ni in tbe ser^im f 0-3 ng/nVL) 
and less than 012% of tne dose is. ri^yered in urine asjclin- 

damycin. 1 : ^ r> '! 

Clindamycin' activity 'has berajdemonst^rated in- comedones 
firtim' acne patients. The mean concentration of ahtibiotic ac- 
tivity in extracted comedones' after appiication of a Clinda- 
mycin Phosphate Pledget for , 4 weejk^ was 597 mcg/g of 
cnmedonal 'material (range 0-1490). Cl^damycin in vitro in- 



dea^asecl fi^iii "appit>riihaterr 14 jb to l fi ollowing applica- 

tl6n nf irtii fi myr*rn " ~ "* "'■ 

INDICATIONS AND USAGE ^ -„■: ,r : 
! CTndete 'ure;inD!icated in 'the treatment of acne vulgaris. In 
view of the potential for diarrhea; bloody diarrhea 1 and pseu- 
domembranous colitis, the physician' should consider 
whether ioChex agents are more appropriate. (See CONTRA- 
INDICATIONS, WARNINGS, and ADVERSE REAC- 
TIONS.) - \ - --'it:.. . 

Clindets are contraindicated in mdividuals with ahistoty of 
hypersensitivity to preparations contiuning dindamycin ■ or 
Iincomycdn, a history of regional enteritis or ulcerative.coli- 
tis, or a history' of antibiotic-associated colitis. 

WARMNGS ■\S' r V' lJ -' ^C^;'---. : - 

Oralh/ arW'parenterariy a^lnf^ered dind^rhyclri has bean 
associated With sfyera cou^s which inay resuft In patient 
death. 'Usa erf theyppical fofTnutation of dindarhydn results 
in absorpttoh of the antibiotic from the skin su^ce. Diar- 



rhea, bloody diarrhea, and colitis -Kneludmg, psoud^raprn- 
branous colhis) have been reported with the use of topfcal 
and systemic dindamydn. 

Studies Indicate a toxin(s) produced by dotfrfdiq ,fs one pr)- 
mary cause of antibio tic-associated col«tts. ,Ihe coihis. is 
usually chanM^eriied by severe pe^stent dianne 
vere abdomin^ cramps and may be associated with' tfie 
passage of blood and mucus, ^doscoplc eipmih^bVt 'rnay 
reveal pseudometnbranous coutlsrStodrTuhure for Ctbs- 
fjfo7^ rf^^i* ami stool assay for C. d/ffici/a tojun may be 
helpful diagnosticalh/. ' ' .. ~ . . 

When signlficahf diarrhea occurs, thVorug should be dis- 
continued. Large bowel endoscopy should be considered 
to establish a definitive diagnosis in casesAbl severe 
diarrhea. ' '■ < '■ 

Antiperistaltic agents such as ppiatfi&r.and^pheno^late 
with atropine. may prolong and/or worsen the condition. 
Vancomycin has been found to be effective in the treatment 
of antibiotic-associated pse^omembr^i^us cohtis produced 
by Clostridium diffici^\T%fijijsaai yidntt dosage is 500 mil- 
hgrams to 2 grams of vancomycin orally per day in three to 
four divided doses administered for 7. to 10 days. 
Cholestyrami ne or colestipol resins bind to yancomydn in 



vi tro- If .both a resin and vancomycin are to be 1 
^concurrently, it ^ the time of ad- 

nmnslxation of each drug." f ' ; ,i:: - 7: ' • i /' J ' ; - * - ' ! \ 
Diarrhea, colitis, aiid pseudom'embrahbiifl colitis have.been 
observed to begih up ^ seyei^ weeks following cessation of 
oral and parenteral therapy with clindamycin. - 

'. PRECAUTIONS ; ! ' 'T; : "'-' * 
General ( . „ .■ ;, ' ... t : 

Clindets contain an alcohol base which will cause burning 
and irritation of the eyes. In the event of accidental contact 
with sensitive siirfaces-{eye, abraded skin, mucuous mem- 
branes), bathe .with copious amounts of cool tap water. Tne 
solution has ail bipleasknt- taste and caution should be ex- 
ercised when applying medication around the mouth. 
.'Clindets should be prescribed with caution in atopic indi- 
viduals. '. 
Drug Interactions . 

Clindamycin has been shown to have neuromuscular block- 
ing properties that ; may enhance the^action'of other neuro- 
rhuscoJar blocking agentsi Therefore, ^it should be used with 
caution in potiebts TOceiving such 'agents. - " " 

; Pregnancy. Teratogenic eff ects-Pregnancy Category B . 
' Reprtduction-stedies have been performed in rats' and mice 
using subcutaneous 1 dud-oral doses of "dindirtiycin ranging 
from 100 to 600 mg/kg/day-and have revealed no. evidence of 
impaired fertility or harm to the fetus due to ciindamyon. 
There are^howeverino'adeq^ 

.in' pregnant' women. Because animal reprp/luction studies 
are not atways 'predictive of buiaan respon^e/this drag 
shbuld be used during p^Bgnanc^' ohly if dearly needed! 
Nursihg itetlw.^.™'';";"'.* f^.'^--,] 
It is net known whetiier clmdamydd ia eic^ted m' human 



p^ in breast milk. Rera serious ad- 

verse reactions in nursing' 'infants^ a dedsion sho'tdd^be 
made whether to <hscontinue'nursi]^br to diswntmuejyib 
: drug, taking into account the iniportai^ 
mother.' . ' ; ' - :,: n ■■ si; 

,pedmtnc''ttse' " : V ' '.V. 

Soifety anid I 'effectiveness; m^ the* pjediatric population ^nnder 
tite Age' ^"i2r haii hot been ^stebUshed. ■ ~ 0 ' : 

ADVERSE REACTIONS ' : ■. ■■• ■'■ '■' ?■ , ^^'.^-'^ 
In IS clinical studies of various topical formulations of clin- 
damycin 7 phosphate using placebo vehide end/or active com- 
parator drugs as controls; -patients experienced a number of 
treatment emergent adverse dermatologital events" (see ta- 
ble below). ... ■ -a 
[See table below] 

OVERDOSAGE . ^ ^Z'^/i''^'' 

Topically applied Clindamycin Phosphate formulations can 
be absorbed in sufficient amounts to produce, systemic ef- 
fects. (See WARNDMGS.) • - ' : - -^ ^ ' ! - 

DpSAGE^^ApMD«STI^ 

Apply a. thin -film using a Clindets apphcatqr. for the appli- 
cation of. Clindamycin Phosphate, Topical Solution twice 
daily to affected area. JMtore than one pledget may.be used. 
Each pledget should be used only once and then . discarded. 
Remove pledget from foil just before, use. Do not use if the 
seal is broken. 'r.r .. ■" -v. 

Discard after single use. \. 

' - : ContfnuedonnextffagB 



Treatment' Emergent' 1 
Adverse Event 

' ■ " ■ ■ z ' • v.- 

Burning 

Itching • ' ' " ;r " 

Burhuig/Itchhig-^' ■ ' ■"■ 
Dryness .-:*"- : - ■ 

Erythema ' ■ : " : ■ - : ' 
Oainess/Oily Skin 
Peeling - 1 - J - =••- 



-Number of patients 
4 SoIutibn ; ! • 
i n=55^(4.) ' 

-6^(11) "■ 
36'(7) 

10s a»> " 

89X16} 

: ^8(1)- 
' 'SI (U) : 



reporting events 
Gel 

n=148-(*) 

15 (10) 
15(10) 
'•#(-) 
84(23)'" 
10(7) 
26 (18) ' 



Lotion " ' 
n»i60W' ' 

17^(11) ; 
17(U) ;il 

#'(-)•■■ 

•29(18) 
22(14 ) ' 
12* UO) - 

11 (7) •> ' 
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Entry Number 
CAS Registry No. 



139212 

066376-36-1 (free acid) 
121268-17-5 (triNa salt, 
trihydrate) 

C4 H12 N 07 P2 . Na 



Chemical Structure 



271.0768 
Launched- 1993 



Molecular Formula 

Molecular Weight 

Highest Phase 

Under Active 
Development 

Chemical Name/Description 

(4-Amino-l-hydroxybutylidene)bisphosphonic acid sodium salt 



Code Name 

AHBuBP 

AHButBP 

L-670452 

MK-0217 

MK-217 

GTH-42 (diNa salt) 
G-704650 (trihydrate) 

Therapeutic Group 

Treatment of Hypercalcemia 
Treatment of Osteoporosis 
Treatment of Paget's Disease 

Organization 

Abiogen 
Banyu 

Gentili (Originator) 

Merck & Co. 

Merck Frosst 

Merck Sharp & Dohme 

Teijin 



Generic Name 

Alendronate sodium 
Alendronic acid sodium salt 



Cellular / Molecular Mechanism 




Alendronic acid sodium salt 




Brand Name 

Alendros 

Bonalon 
Fosamac 
Fosamax 
Onclast 

Teiroc (former Brand Name 

Biological / Chemical Group 

Bisphosphonates 



Development Status Summary 



Phase 

Launched - 1993 

Launched - 1993 

Launched - 1995 
Launched 



Organization 
Abiogen 

Merck Sharp & Dohme 
Abiogen 

Merck Sharp & Dohme 

Merck & Co. 

Banyu 



Condition 
Osteoporosis 

Osteoporosis, postmenopausal 

Paget's disease 
Hypercalcemia 
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fyiJ integrity..- - 
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Records Retrieved 
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Drugs & Biologies Search Results 



Entry Number 

CAS Registry No. 

Molecular Formula 

Molecular Weight 

Highest Phase 

Under Active 
Development 



90695 

010596-23-3 (free acid) 
C H2 CI2 06 P2 . 2 IMa 
288.8548 
Launched-1986 



Chemical Structure 



Chemical Name/Description 

(Dichloromethylene)bis(phosphonic add) disodium salt 

Code Name Generic Name 

CI2MDP Clodronate disodium 

KCO-692 



Therapeutic Group 

Bone Cancer Therapy 
Bone Diseases, Treatment of 
Osteoarthritis, Treatment of 
Treatment of Hypercalcemia 
Treatment of Osteoporosis 

Organization 

Abiogen 

Berlex (Originator) 
Gentili (Originator) 
Kissei 

Leiras (Originator) 

Procter & Gamble (Originator) 

Roche 

Sanofi-Aventis 
Schering AG (Originator^ 



Cellular / Molecular Mechanism 



o 

CI » 



O-i O Na 
O 



Clodronate disodium 



Brand Name 

Bonefos 

Clasteon 

Clastoban 

Loron 

Lytos 

Ostac 

Biological / Chemical Group 

Bisphosphonates 



Product Summary 

Clodronate disodium is an oral non-amino bisphosphonate originally launched in 1986 by Leiras as Bonefos® capsule: 
for i.v. infusion for the treatment of malignant osteolytic bone diseases. The drug was launched again in 1988 by Abi( 
treatment of oncologic hypercalcemia and postmenopausal osteoporosis. Clodronate disodium is approved in approxir 
countries for the treatment of tumor-induced osteolysis and hypercalcemia. Berlex, a U.S. affiliate of Schering AG, filt 
application seeking approval of the drug in the U.S. for the reduction in the occurrence of bone metastases in the pos 
(adjuvant) treatment of breast cancer patients. In January 2005, the FDA issued an approvable letter for clodronate f 
indication. The company plans to request a meeting with the FDA to discuss the information that is needed to obtain . 
submit this information as quickly as possible. Abiogen is currently evaluating clodronate sodium in phase II trials for 
osteoarthritis (OA). Clodronate is a potent inhibitor of osteoclast-mediated bone resorption and is able to inhibit cano 
osteolytic activity, thereby helping to preserve the structure of the bone. For the treatment of OA, clodronate, like otl 
bisphosphonates, has high affinity for hydroxyapatite which appear to play an important role in the progression of inf 
damage. Furthermore, additional actions on metabolic events in cells involved in the turnover of cartilage, as well as 
reactions, have been observed. In 1990, disodium clodronate tetrahydrate was assigned orphan drug designation by 
treatment of increased bone resorption due to malignancy. An additional FDA orphan drug designation was granted tc 
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Drugs & Biologies Search Results 



Entry Number 
CAS Registry No. 

Molecular Formula 

Molecular Weight 

Highest Phase 

Under Active 
Development 



102157 

007414-83-7 
002809-21-4 (free acid) 

C2 H6 07 92 . 2 Na 

249.9904 

Launched-1977 



Chemical Structure 



Chemical Name/Description 

(l-Hydroxyethylidene)bisphosphonic add disodium salt 



Code Name 

EHDP 
HEBP 



Therapeutic Group 

Bone Diseases, Treatment of 
Treatment of Osteoporosis 
Treatment of Paget's Disease 

Organization 

Procter & Gamble (Originator^ 
Sumitomo Pharmaceuticals 



Generic Name 

Etidronate disodium 
Etidronic acid disodium salt 
Xydiphone (K,Na salt) 

Cellular / Molecular Mechanism 

Farnesyl Pyrophosphate Synthase 
Inhibitors 



O 

O 



Etidronic acid disodium salt 



Brand Name 

Calcimux ^^^^^ 
Didronel yffifliTa 
Etidron 

Didrocal (cpd. with calcium 
Biological / Chemical Group 

Bisphosphonates 



Development Status Summary 
Phase 

Launched - 1977 
Launched - 1991 
Launched - 1998 
Phase II 



Organization 
Procter & Gamble 
Procter & Gamble 
Procter & Gamble 
Sumitomo Pharmaceuticals 



Condition 

Paget's disease 
Osteoporosis 

Osteoporosis, postmenopausal 
Bone disorders 



Targets Literature 
1 

Disease 
Briefings 1 
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CAS Registry No. 
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Molecular Weight 
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Under Active 
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135050 

160369-78-8 (pentaNa salt) 
C6 H17 N2 012 P4 Sm 
586.0983 
Launched- 1997 



Chemical Structure 



o-p^ 



-N | I 



Option:-* 



o.o 

0P > 

Sm -o P C? 



RO 
00 



Lexidronam Sm 153 

Chemical Name/Description 

Pentahydrogen (OC-6-21)-t[[ethylenebis(nitrilodimethylene)]tetraphosphonato] (8-)-N,N , ,0(P) / 0(P , ),0(P ,, ) / 0(P ,,, )]sa 
153Sm 



Code Name 

CYT-424 

SHR-3644 

Sm-153-EDTMP 

Therapeutic Group 

Analgesic Drugs 
Antiarthritic Drugs 
Bone Cancer Therapy 
Breast Cancer Therapy 
Hematological Cancer Therapy 
Multiple Myeloma Therapy 
Osteosarcoma Therapy 
Prostate Cancer Therapy 
Rheumatoid Arthritis, Treatment of 

Organization 

CIS Bio International 

Cytogen 

Mayo Clinic 

Memorial Sloan-Kettering Cancer Center 
Nihon Scherinq 
Northwestern University 
Sanofl-Aventis (Originator) 
Sidney Kimmel Cancer Center 
University of Maryland 



Generic Name 

Lexidronam Sm 153 
Samarium Sm 153 lexidronam 



Cellular / Molecular Mechanism 



Brand Name 
Quadramet 

Biological / Chemical Group 



Development Status Summary 



REGULftTORV « 



Phase 

Launched - 1997 
Phase III 
Phase III 
Phase II 
Phase II 



Organization 

Cytogen 
Cytogen 
Nihon Schering 
Cytogen 
Cytogen 



Condition 
Pain, bone 

Cancer, metastatic (to bone) 
Pain 

Hematologic/blood cancer 
Multiple myeloma 
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Phase I/II 

Phase I/II 
Phase I 




Cytogen 

Northwestern University 
University of Maryland 

Mayo Clinic 

Cytogen 

Cytogen 



Cancer, prostate 

Pain, cancer 
Cancer, breast 
Osteosarcoma, localized 
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Molecular Formula 
Molecular Weight 
Highest Phase 
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Under Active 
Development 



142187 

113852-37-2 
120362-37-0 (Na salt) 
149394-66-1 (dihydrate) 

C8 H14 N3 06 P 

279.1876 

Launched-1996 

Fluffy white solid, m.p. 260 °C 
(decomp.), alpha(20,D) -97.3° (c 
0.8, H20) 



Chemical Structure 



N 



N 




oAvl^ 



O 

K 



Cidofovir 



Chemical Name/Description 

(S)-l-(3-Hydroxy-2-phosphonylmethoxypropyl)cytosine 

[(S)-2-(4-Amino-2-oxo-l,2-dihydropyrimidin-2-yl)-l-(hydroxymethyl)ethoxymethyl]phosphoni acid 
Code Name 



GS-0504 
GS-504 
HPMPC 

Therapeutic Group 

Anti-Cytomegalovirus Drugs 
Anti-Herpes Simplex Virus Drugs 
Antiviral Drugs 

Organization 

Academy of Sciences of Czech Republic (Originator) 
Gilead 

National Institutes of Health 
Pfizer 

Rega Institute for Medical Research (Originator) 



Generic Name 
Cidofovir 



Cellular / Molecular Mechanism 
DNA Polymerase Inhibitors 



Brand Name 

Forvade 
Vistide 



Biological / Chemical Group 



DETAILS 



Development Status Summary 
Phase Organization 
Launched - 1996 Gilead 

Clinical National Institutes of Health 



Condition 

Retinitis, cytomegaloviral 
Infection, smallpox 
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157369 
079778-41-9 
C6 H17 N 07 P2 
277.1483 
Launched-2002 



Chemical Structure 



Chemical Name/Description 

(6-Amino-l-hydroxyhexylidene)diphosphonic acid 

Code Name Generic Name 

AHHexBP Neridronate 

Neridronic acid 



Therapeutic Group 

Bone Diseases, Treatment of 
Treatment of Osteoporosis 
Treatment of Pagefs Disease 

Organization 

Abiogen (Originator) 
Abiogen (Orphan Drug) 

Development Status Summary I 
Phase Organization 
Launched - 2002 Abiogen 
Phase III Abiogen 
Phase II Abiogen 



Cellular / Molecular Mechanism 



m 




Neridronic acid 



Brand Name 
Nerixia 



Biological / Chemical Group 
Bisphosphonates 



Condition 

Osteogenesis imperfecta 
Paget's disease 
Osteoporosis 
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Options* 



Drugs & Biologies Search Results 



Entry Number 
CAS Registry No. 



160070 
180064-38-4 

127657-42-5 (deleted CAS) 
155648-60-5 (hydrate) 

C9 H12 N2 07 P2 

322.1488 

Phase III 



Chemical Structure 



Molecular Formula 

Molecular Weight 

Highest Phase 

Under Active 
Development 

Chemical Name/Description 

l-Hydroxy-2-(imidazo[l / 2-a]pyridin-3-yl)ethane-l,l-bis(phosphonic acid) 
Code Name Generic Name 



Ono-5920 

YH-529 

YM-529 

Therapeutic Group 

Bone Cancer Therapy 
Bone Resorption Inhibitors 
Multiple Myeloma Therapy 
Treatment of Osteoporosis 

Organization 

Astellas Pharma (Originator) 
Ono 



Minodronic acid 



Cellular / Molecular Mechanism 



CO 



o 
o 



Minodronic acid 



Brand Name 
Onobis 



Biological / Chemical Group 
Bisphosphonates 



Development Status Summary 

Phase Organization 

Phase III Astellas Pharma 

Ono 



Condition 
Osteoporosis 
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Drugs & Biologies Search Results 



Entry Number 

CAS Registry No. 

Molecular Formula 

Molecular Weight 

Highest Phase 

Under Active 
Development 



160285 
126411-13-0 
C28 H52 07 P2 
562.6598 
Phase II 



Chemical Structure 




Apomine 



Chemical Name/Description 

2-(3 / 5-Di-tert-butyl-4-hydroxyphenyl)ethylidene-l / l-diphosphonic acid tetraisopropyl ester 



Code Name 

SK&F-99085 

SR-45023A 

SR-9223i 

Therapeutic Group 

Breast Cancer Therapy 
Leukemia Therapy 
Lipoprotein Disorders, Treatment of 
Lung Cancer Therapy 
Melanoma Therapy 
Ovarian Cancer Therapy 
Prostate Cancer Therapy 
Treatment of Osteoporosis 

Organization 

Ilex Oncology f Originator^ 



Generic Name 
Apomine 

Cellular / Molecular Mechanism 

Apoptosis Inducers 

Farnesoid X Receptor (FXR) Agonists 



Brand Name 



Biological / Chemical Group 
Bisphosphonates 



Development Status Summary 
Phase Organization 
Phase II Ilex Oncology 



Condition 

Osteoporosis 
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Entry Number 
CAS Registry No. 



Molecular Formula 

Molecular Weight 

Highest Phase 

Under Active 
Development 



187240 
138926-19-9 

114084-78-5 (anhydrous free 
acid) 

138844-81-2 (anhydrous) 
C9 H22 N 07 P2 . Na . H2 O 
359.2256 
Launched-1996 



Chemical Structure 




. + 



% 0 Na 



Ibandronic acid monosodium salt monohydra 



Chemical Name/Description 

[l-Hydroxy-3-(N-methyl-N-pentylamino)propylidene]bisphosphonic acid monosodium salt monohydrate 



Code Name 

BM-21.0955 monosodium salt 

monohydrate 

R-484 

RPR-102289A 
Ro-200-5450 

Therapeutic Group 

Analgesic Drugs 
Bone Cancer Therapy 
Bone Resorption Inhibitors 
Breast Cancer Therapy 
Treatment of Hypercalcemia 
Treatment of Osteoporosis 

Organization 

Chugai (Originator) 
GlaxoSmith Kline 
Roche (Originator) 



Generic Name 

Ibandronate sodium hydrate 
Ibandronic acid monosodium salt 
monohydrate 



Cellular / Molecular Mechanism 



Brand Name 

Bondronat 

Boniva 

Destara 

Bonviva (former Brand Nar 

Biological / Chemical Group 
Bisphosphonates 



Development Status Summary 



REGULATORY 11 



Phase 

Launched - 1996 
Registered - 2003 
Registered - 2003 
Phase III 
Phase II 



Organization 

Roche 

Roche 

Roche 

Roche 

Chugai 



Condition 

Hypercalcemia, oncologic 
Cancer, metastatic (to bone) 
Osteoporosis, postmenopausal 
Pain, cancer 
Osteoporosis 
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189797 
144912-63-0 
C9 H13 N2 OS P 
260.1847 
Phase II 

Hydrate, yellow solid, m.p. 260- 
78 °C 



Chemical Structure 



Chemical Name/Description 

2-[8,9-Dioxo-2,6-diazabicydo[5.2.0]non-l(7)-en-2-yl]ethylphosphonic add 



Code Name 

EAA-090 
WAY- 126090 

Therapeutic Group 

Ischemic Stroke, Treatment of 
Neuropathic Pain, Treatment of 

Organization 

Wyeth Pharmaceuticals (Originator) 



Generic Name 
Perzinfotel 

Cellular / Molecular Mechanism 
NMDA Antagonists 




Perzinfotel 



Brand Name 



Biological / Chemical Group 



Development Status Summary 
Phase Organization 
Phase II Wyeth Pharmaceuticals 



Condition 

Pain, neuropathic 
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204239 

633308-23-3 

C12 H29 N4 012 P4 . Ho 

711.2731 

Discontinued 



Chemical Structure 



O 



In 



Opt)on:-i 



6° 



I66H0-DOTMP 

Chemical Name/Description 

l / l^l , \l' M -(l,4 / 740-Tetraazacydododecane-l,4,740-tetrayl)tetrakis(methylphosphonate)holmium 

Pentahydrogen [[[( 1,4,7, 10-tetraazacydododecane-l, 4,7, 10-tetrayl-kappaNl / kappaN4,kappaN7 / kappaN10)tetrakis(r 

tetrakis(phosphonato-kappaO)](8-)]holmate(5-)-166Ho 

Code Name Generic Name Brand Name 

166HO-DOTMP STR 
Holmium-166-DOTMP 

Therapeutic Group 

Bone Cancer Therapy 
Breast Cancer Therapy 
Multiple Myeloma Therapy 
Radiation Therapy 

Organization 

International Isotopes 
NeoRx 

NeoRx (Orphan Drug) 
Sanofi-Aventis (Originator) 



Cellular / Molecular Mechanism 



Biological / Chemical Group 



Development Status Summary 
No development Reported 
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259645 

163706-06-7 (free acid) 

C17 H21 CI2 F3 N5 012 P3 S2 
Na 

864.2899 
Phase II 



Chemical Structure 



Na CL ii 
P 

Na + 0" 



O 
ii 



Optiohs 




cr cio o 

Na Na 



O 



o 



Cangrelor sodium 

Chemical Name/Description 

5'-0-[[[Dichloro(phosphono)methyl](hydroxy)phosph 
trifluoropropylsulfanyl)adenosine tetrasodium salt 



Code Name 
AR-C69931MX 
Therapeutic Group 
Antiplatelet Therapy 
Organization 

AstraZeneca Charnwood (Originator) 
The Medicines Co. 



Generic Name 
Cangrelor sodium 
Cellular / Molecular Mechanism 
P2Y12 (P2T) Antagonists 



Brand Name 



Biological / Chemical Group 



DETAILS 



Development Status Summary 
Phase Organization 

Phase II The Medicines Co. 

Phase II The Medicines Co. 



Condition 

Percutaneous transluminal coronary angioplasty (PTC 
Surgery, cardiac 
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274705 

C6 H14 N2 . C2 H3 OS P Pt 

447.2853 

Phase I 



Chemical Structure 




N 
N 




Chemical Name/Description 

(Cyclohexane-l,2-diamine)[2-phosphonoacetato(2-)]platinum(II) 
Code Name Generic Name 

PADP 

Therapeutic Group Cellular / Molecular Mechanism 

Oncolytic Drugs DNA-Damaging Drugs 

Organization 

St. Paul Medical Center (Originator) 



PADP 



Brand Name 



Biological / Chemical Group 
Platinum Complexes 
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Copyright 2005 - Prous Science. All rights reserved. 
http://integrity.prous.com 

Search Results 2 

Biomedical Literature Search Results 

PADP 

Drug Data Rep 1999, 21(5): 448 
PADP (274705) 

ACTION - Antineoplastic agent, a platinum complex with activity in vitro against several murine and human tumor cell lines 
(L1210, MCF-7, BT-20, DU-145, COLO-205, A-549 and SK-MEL-2), with IC50 values of 50-55 mcM. Compound produced 
99.99% inhibition of clonogenic growth of L1210 cells. When given at a dose of 20 mg/kg to DBA/2 mice bearing leukemia 
L1210, compound increased life span by 200%. Currently undergoing phase I clinical trials. 

/ * - ^ 

/ Khan, A.; et al. 

/ Pre-clinical studies of a new compound phosphonoacetato-1 ,2-diaminocyclohexane platinum (II) 
| Proc Am Assoc Cancer Res 1999, 40: Abst 1950 
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286885 
188696-80-2 
CIO Hll N4 07 P 
330.1919 
Phase II 



Chemical Structure 



Becampanel 



Chemical Name/Description 

(7-Nitro-2,3-dioxo-l,23,4-tetrahydroquinoxalin-5-ylmethylaminomethyl)phosphonic acid 
Code Name Generic Name 

Becampanel 



AMP-397 
AMP-397A 

Therapeutic Group 

Antiepileptic Drugs 

Organization 

Novartis (Originator) 

Development Status Summary I 
Phase Organization 
Phase II Novartis 



Cellular / Molecular Mechanism 
AMPA Antagonists 



Brand Name 



Biological / Chemical Group 



9 



Condition 
Epilepsy 



mm 
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298405 

193681-12-8 
193681-35-5 (monoHCI) 

C19 H20 F6 N5 OS P S 

575.425 

Phase I/II 



Chemical Structure 



XX' 



r 



□ 
o 



Alamifovir 

Chemical Name/Description 

2-[2-Amino-6-(4-methoxyphenylsulfanyl)-9H-purin-9-yl]ethoxyrnethylphosphonic acid bis(2,2,2-trifluoroethyl) dieste 
Code Name Generic Name Brand Name 



LY-582563 
MCC-478 

Therapeutic Group 

Anti-Hepatitis B Virus Drugs 

Organization 

Lilly 

Mitsubishi Pharma (Originator) 



Alamifovir 

Cellular / Molecular Mechanism 
DNA Polymerase Inhibitors 



Biological / Chemical Group 



Development Status Summary 
No development Reported 
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309134 
625095-61-6 

371778-91-5 (racemic free base) 
625095-60-5 (free base) 
625095-69-4 (succinate) 
625095-70-7 (tartrate) 
625095-71-8 (tartrate) 
625095-72-9 (monomaleate) 



Chemical Structure 



C17 H19 CI N5 04 P 

519.9007 

Phase II 



C H4 03 S 




.CH 3 S0 3 H 



Pradefovir mesylate 



Molecular Formula 

Molecular Weight 

Highest Phase 

Under Active 
Development 

Chemical Name/Description 

9-[2-t(2R,4S)-4-(3-Chlorophenyl)-2-oxido-l / 3 / 2-dioxaphosphinan-2-ylmethoxy]ethyl]adenine mesylate 



Code Name 

ICN-2001-3 

MB-06866 

MB-6866 

Therapeutic Group 

Anti-Hepatitis B Virus Drugs 
Chemical Delivery Systems 

Organization 

Metabasis (Originator) 
Valeant 

Development Status Summary 1 

Phase Organization 

Phase II Metabasis 

Valeant 



Generic Name 
Hepavir B 

Pradefovir mesylate 
Remofovir mesylate 

Cellular / Molecular Mechanism 



Brand Name 



Biological / Chemical Group 



Condition 
Hepatitis B 
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325502 
441785-24-6 
CIO H14 N5 OS P 
315.2246 
Phase II 



Chemical Structure 



Chemical Name/Description 

l-(2-Amino-6-hydroxy-9H-purin-9-ylmethyl)cydopropyloxymethylphosphonic acid 
l-(Guantn-9-ylmethyl)cydopropyloxymethylphosphonic add 

Code Name Generic Name 

ANA-317 
LB-80317 



Therapeutic Group 

Anti-Hepatitis B Virus Drugs 

Organization 

LG Chem (Originator) 



Cellular / Molecular Mechanism 



LB-80317 



Options 



O 

O 



Brand Name 



Biological / Chemical Group 



Development Status Summary ! 
Phase Organization 
Phase II LG Chem 



DETAILS 



Condition 
Hepatitis B 
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325503 
441785-26-8 
C22 H34 N5 08 P 
527.5116 
Phase II 



Chemical Structure 



J 



o 



o 



□ 



LB-80380 



Chemical Name/Description 

Bis(2 / 2-dimethylpropionic add) l-(2-amino-9H-purin-9-ylmethyl)cydopropoxymethylphosphorylbis(oxymethylene) di 
l-(2-Amino-9H-purin-9-ylmethyl)cydopropoxymethylphosphonic add bis(pivaloyloxymethyl) diester 

Code Name 

ANA-380 
LB-80380 
PMCDG dipivoxil 

Therapeutic Group 

Anti-Hepatitis B Virus Drugs 
Organization 
Anadys 

LG Chem (Originator) 



Generic Name 



Cellular / Molecular Mechanism 



Brand Name 



Biological / Chemical Group 



Development Status Summary 

Phase Organization 

Phase II Anadys 

LG Chem 



Condition 
Hepatitis B 
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325505 
441785-25-7 
CIO H14 N5 04 P 
299.2256 
Phase II 



Chemical Structure 



Chemical Name/Description 

l-(2-Arnino-9H-purin-9-ylmethyl)cyclopropyloxymethylphosphonic acid 

Code Name Generic Name 

LB-80331 
PMCDG 

Therapeutic Group 
Anti-Hepatitis B Virus Drugs 
Organization 

LG Chem (Originator^ 



Cellular / Molecular Mechanism 



LB-80331 



Brand Name 



Options 



o 



Biological / Chemical Group 



Development Status Summary 
No development Reported 



DETAILS 
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339576 

560130-42-9 
372151-71-8 (free base) 
380636-75-9 (hydrochloride) 

C80 H106 CI2 Nil 027 P . CI H 

1792.108 

Phase III 



Chemical Structure 



a I - a 





Options 



, O 1 o o 



o 



Telavancin hydrochloride 

Chemical Name/Description 

N3 n -[2-(Decylamino)ethyl]-29-(phosphonomethylaminomethyl)vancornycin monohydrochloride 

(3S,6R,7R / 22R / 23S,26S,36R,38aR)-3-(2-Amino-2-oxoethyl)-10,19-dichloro-44-[2-O-[3-[2-(decylam 

2,3 / 6-trideoxy-alpha-L-lyxo-hexopyranosyl]-beta-D-glucopyranosyloxy]-7,22,28 / 30 / 32-pentahydroxy-6-[(2R)-4-metl 

(methylamino)pentanoylamino]-2,5,24,38,39-pentaoxo-29-[(ph 

tetradecahydro-8,ll:18,21-dietheno-23,36-(imi^^ 

[4 / 5-m][10,2 / 16]benzoxadiazacyclotetracosine-26-carboxylic acid monohydrochloride 

Code Name 

TD-6424 
THRX-597472 

Therapeutic Group 

Antibiotics 

Organization 

Theravance f Originator) 



Generic Name 
Telavancin hydrochloride 



Cellular / Molecular Mechanism 



Brand Name 
Arbelic 

Biological / Chemical Group 
Glycopeptides 



Development Status Summary 



DETAILS 



Phase 
Phase III 
Phase III 



Organization 

Theravance 
Theravance 



i 



Condition 

Infection, Staphylococcus aureus (methicillin-resistar 
Infection, skin 
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339652 
261365-11-1 

261365-09-7 (monoHBr salt) 
389057-53-8 (hydrobromide) 

Cll HIS N2 04 P S 

302.2895 

Phase II 



Chemical Structure 



Chemical Name/Description 

5-(2-Amino-5-isobutylthiazol-4-yl)-2-furylphosphonic acid 
Code Name Generic Name 

MB-05032 

Therapeutic Group Cellular / Molecular Mechanism 

Type 2 Diabetes, Agents for Fructose-l,6-Bisphosphatase Inhibitors 

Organization 

Metabasis (Originator) 
Sankyo 




MB-05032 



Brand Name 



Biological / Chemical Group 



Development Status Summary 

Phase Organization 

Phase II Metabasis 

Sankyo 



Condition 
Diabetes type 2 
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